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Abstract

Background: ADXS11-001 immunotherapy Is a live attenuated Listena monocytogenes (Lm)
bioengineered to secrete a HPV-16-E7 fusion protein targeting HPV transformed cells. The Lm vector
serves as its own adjuvant and infects APC where it cross presents HPV-E7-LLO fusion peptide,
stimulating MHC class 1 and 2 pathways resulting in specific T-cell immunity to tumors. Here we
describe audited final results from Lm-LLO-E7-015, a randomized P2 study designed to evaluate the
safety and efficacy of ADXS11-001 with and without cisplatin in 110 patients with recurrent cervical
cancer in India; who had recurred after prior cytotoxic therapy, including chemotherapy, radiotherapy or
both. Methods: Patients were randomized to either 3 doses of ADXS11-001 at 1 x 10?¢fu or 4 doses
of ADXS11-001 at 1 x 10° cfu with cisplatin chemotherapy (40 mg/m?). Naprosyn and oral
promethazine were given as premedications and a course of ampicillin was given 72h after infusion to
clear the vector. Patients received CT scans at baseline and 3, 6, 9, 12 and 18 months. The primary
endpoint was overall survival. Results: The final audited IrRECIST 12 month survival was 32%
(35/109) and 18-month survival was 22% (24/109). The response rate was 11% (5 CRs and 6 PRs/110)
with tumor responses observed in both treatment arms; 31 additional patients had stable disease > 3
months, for a disease control rate of 38% (42/110). Average duration of response in both ADXS11-001
containing treatment groups was 9.5 months. Long-tem survival >24 months was observed in 18%
(16/91) patients. Activity against different high-risk HPV strains was observed. The incidence of SAES
possibly related or related to ADXS11-001 was 1% G3 (0% G4-5). The majority of non-serious adverse
events were predominately infusion associated, and either resolved on their own or responded to
symptomatic treatment. Conclusions: ADXS11-001 appears to have significant clinical activity in
patients with recurrent cervical cancer. Clinical benefit includes prolonged survival and objective tumor
responses, Including complete responses. The addition of cisplatin to ADXS11-001 did not significantly
Improve survival outcomes or tumor responses. These results were observed with 1 cycle of ADXS11-
001 at the lowest effective dose. The baseline ECOG performance status, type of prior therapy, or
aggressiveness of disease had no effect on survival outcomes and tumor responses. The 32% 12
month survival, 22% 18 month survival, and 11% response rate observed in this recurrent disease
sefting compares favorably with more toxic chemotherapy treatment options. Further clinical
development includes optimization of the ADXS11-001 dose and schedule including multiple cycles of
treatment, use in combination, and sequencing with other agents. Based on these data, this agent is
being considered for future registration studies.

Lm-LLO-E7-015: A Randomized Phase 2 Study to Assess the Safety & Efficacy of
ADXS-HPV +/- cisplatin Treatment for Recurrent Cervical Cancer

« 20 sites throughout India
«  N=110:

after prior therapy (radiation therapy +/- chemotherapy)
— ECOG performance status 0-2

+  Primary Objective:

— Todetermine the safetyand efficacy ADXS11-001 +/- cisplatin
« Efficacy Endpoints:

— Primary efficacy endpointis overall survival.

+ Immunologic Evaluations:
— Serum cytokines, HPV specific T cells, and PBMC phenotyping

— Women 18-60 years of age with recurrent or refractory cervical cancer who have recurred

— Randomized - 2 groups of 55 patients receiving: ADXS11-001or ADXS11-001 + cisplatin

— Secondary efficacy endpoints are tumor response (RECIST 1.1) and PFS

Trial Design: Lm-LLO-E7-15

Arm A: ADXS11-001alone:
1x10° cfu x3 on days 0, 28, 56 as an 80 mlinfusion over 15 minutes

Arm B: ADXS-HPV + cisplatin:

*cisplatin = 40 mg/m= x5 weekly on days 30, 37, 44, 51, 58

Lm-LLO Immunotherapy

« ADXS11-001 is a live attenuated bioengineered Listena monocytogenes (Lm) LLO immunotherapy
for the treatment of HPV-associated cancer

« ADXS11-001 secretes an antigen-adjuvant fusion protein consisting of a truncated fragment of the
Lmisteriolysin (tLLO) fused to HPV16-E7

+ Lm-LLO immunotherapy redirects the potent inherent cellular immune responses to Lm toward cells
expressing the tumor associated antigen (TAA)

¢«  ImLLO immunotherapy provides a comprehensive system for generating a cellular immune
response:

— Powerful innate immunity: TLRs, NOD-1, 2, PAMP; no adjuvant required

— Accessto APC: Cross presents tumor antigen

— Powerful Adaptive immunity: Antigen specific CD4+, CD8+ T cells

— Reduction ofimmunologic tolerance (Tregs and MDSCs) in the tumor microenvironment
— \Vectorcan be cleared with antibiotics

after each ADXS11-001 dose.

after treatment. Patients were are followed for survival for duration of the study.
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ADXS511-001 =1x10° CFU as an 80 ml infusion over 15 minutes on days 0, 88, 106, 134

Lm-LLO-E7-015 was designed to evaluate the safety and efficacy of ADXS11-001 given as monotherapy
or with cisplatin. The ADXS11-001 treatment arm received ADXS11-001 (1x10° cfu) as 3 |V infusions 4
weeks apart, each dose followed by antibiotic at 3 days post-dosing. The ADVX11-001 + cisplatin
treatment arm received ADXS11-001 as an IV infusion (1x10° cfu), followed by antibiotic beginning 3
days post-dosing, followed 4 weeks later with 5 weekly |V administrations of cisplatin (40 mg/m?)
followed 4 weeks later by 3 |V infusions of ADXS11-001 one month apart with antibiotic beginning 3 days
Naproxsyn 500 mg BID, (Day -1, 0) and promethazine 25 mg PQ, BID
(pre-dose, 8 hours) were administered as premedications. Ampicilin 500 mg QID (Days 3-9) is
administered post-infusion. Safety was assessed at every visit. Efficacy was determined from overall
survival and scans taken at baseline (before the first treatment dose) and at 3, 6, 9 12, & 18 months
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The Kaplan Meier curve above represents overall survival for all patients.
. The addition of cisplatin to ADXS11-001 did not significantly improve survival (p=0.9981)

. Median overall survival was 8.6 months but mean 9.5 months, suggesting a subgroup oflong-
term survivors
. No differencesin overall survival were observedbased on:

Prior therapy of combination chemotherapy and radiation, radiation alone, or chemotherapy

alone

Aggressiveness of disease
ECOG Status at baseline

Treatment Group
Ovisill ADXS$11-001 ADXS11-001 +
Patients at Risk, n (%)* (N=109) ALONE CISPLATIN
(N=55) (N=54)
12 Months
n 109 29 24
% alive (#) 32% (39) 29% (16) 39 % (19)
18 Months
n 109 29 24
% alive (#) 22% (24) 22% (12) 22% (12)
24 Months (Preliminary)
n 96 44 42
% alive (#) 18% (16/91) 16% (7/44) 21% (9/42)
The primary endpoint of 05 is calculated from the efficacy population-survival follow-up of 109 and is defined as all
patients who had been treated with at least one dose of ADX511-001

- 12 month overall survival of 329 (35/109)
and 18 month survival of 22% 6 (24/109) are
notable in this disease setting and are
consistentwith an active agent in recurrent
cervical cancer.

FPreliminary 24 month overall survival of 18%0
(16/91) suggests a subgroup of patients who
experiencedlong-term survival.

General Demographics

Life Cycle of Lm in APC
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Live Attenuated Listeria monocytogenes

ADXS§11-001 Infusion

+  Attenuation: Genetically Engineered
- Lossofbacterial virulence due to 10,000to 100,000 fold attenuation

+ Deletionof A prfA (with D133v complementation) results in reduction of bacterial
virulence factors

+ Recombinationand restoration of virulence not possible

- Secretes HPV-ET7 protein fused with highly immunogenic, tLLO fragmentwithin cytoplasm of
APC leading to antigen-specific T-cellimmunity

+ Lm-LLOagentsare nonpathogenic, consistentwith BSL-1andRG1 agents
- Accordingto:
+ US Centers for Disease Control (import and shipping permits)
+ German ZKBS (manufacturing)

- Published data has shown that there is no differencein the kinetics of clearance in wild-type or
|FN-y knockout mice

- SCIDmice clear Lm-LLO agents at doses 100,000x the LD50 of wild type Lmin normal mice.

. 2
tLLO-TAA |
Fusion Protein

Overall ADXS-HPV ADXS-HPV+
Cisplatin
(n=535) (n=53)
Aggressive (Recurred <24M) 80%
Squamous 100%
Prior Platinum Chemotherapy 98% (63/109)
Prior Chemo for Recurrence .
(2" Line) 17% (19/109)
StagelV 24% (26/109) 24% 13(7TA/6B) | 24% 13 (4A/9B)
Stagelll 39% (43/109) 35% 19(5AM4B) | 44% 24 (7A/M17B)
Stagell 22%(24/109) 25%  14(5A/9B) 18%  10(4A/6B)
StagelB 14% (15/109) 13% 7 15% 8
CTIRT.37%(40/109) | CT/RT.36%(20/55) | CTIRT:33% (18/54)
Primary Therapy CT:11%(12/109) CT: 0% (0/39) CT: 20% (11/54)
RT. 52% (27/109) RT. 65% (36/55) RT. 44% (24/54)
ECOG Status 0: 40% (35/109) 0: 40% (22/33) 0: 24%(13/54)
(all randomized patients who 1. 49% (64/109) 1: 49% (29/39%) 1: 63%(35/54)
|received at least one dose n=109) 2: 1% (12/109) 2: 11% (6/3%) 2: 1% (6/54)
HPV Strains: HPV16 =70%, HPV18 = 16%, HPV33, 35, 6 = 2% each, HPV45 =1

v Themajority of patients hada poor prognosis:
- 60%were ECOG status 1-2 at baseline

- 63%were Stage 3 or 4 at initial diagnosis

- 80%Aggressive disease (Recurred<24 M)

Participating Sites in India

5. No. [Site Pl

— 87%had prior pelvic EBRT
—  58% Prior platinum chemotherapy

e 100 [Ruby Hall Clinic, Pune  |Dr. Minigh Jain

101 |Curie Manavata Cancer |Dr. Rajnish V. Nagarkar
Centre, Mashik

v 110 patients were randomized and 109 patients receivedat least 1 dose of ADXS11-001

- 17% Failed prior chemotherapy forrecurrent cervical cancer (2nd Line)

CR and PR Case Studies

CT Scan Evaluation at 3, 6, 9, 12 and 18 months

Patient Demographics of Long Term Survivors ( >18M)
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Safety Summaries: Lm-LLO-E7-15
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109 patients received264 doses of ADXS$11-001at1x10%cfu  ALL AEs (_Related and Unrelatéd to ADX$11-001)
AEs related orpossibly relatedto study drug:

v Q9 patients (87%)experienced 633 AES

+ 49 patients (43%) experienced atleast one SAE (67/633)

- 9Renal Failure (4 Obstructive Uropathy)

- 1 SAE each: Abdominal Pain, Athralgia,
Cardiopulmanary Fallure, Cytokine Release Syndrome,
Deep Vein Thrombosis, Dyspnoea, Pyrexia, Gastriis,

Hypothermia, Intestinal Perforation, Multi-Organ Failure,
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Cancer Hospital,

. Patients from 20/25 sites across India were randomized into Lm-LLO-E7-15
. Advaxis extends their gratitude and acknowledgementto the investigators, the site teams, and

especially the patients for their participation in Lm-LLO-E7-15

v (Graded AES
v (GradedAES

v 1Grade J AE reportedas Fever

Peritonitis Bacterial®, Pulmonary Embolism, Psychotic

Disorder, Renal Injury, Urinary Tract Infection, Vomiting
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- 18% of patients (16/91) survived =24 months (range 24-34+months)

— Addtion of cisplatin chematherapy did nat significantly improve survival or tumor respanse
~ Treatments received prior to entering the trial had no impact on survival or tumor response

; 2 . Patient# | FirstlineTx | #PriorTx |  Stage KOG | TeAm BOR  [#Months Alive|| LONG-termsurvivors in recurrent cervical cancer are rare.
All patients who achieved a CR/PR in Lm-LLO_E7-15: e o
P - / = = ADXS11-0011s the firstimmunotherapy in cervical cancer to
Patient# | ' - | Stage | TxArm Tumor Burden (mm) = wstn d : i : Wb | B | B0 || e associated vith objectve tumor responses (ncluding CR's
Baseline | 2mo | 6mo. | 9mo. | 12 mo. | 18 mo. 103010 (T 1 VA 1 ADIS |, || ad P.R!S.) andlwnhl Ionglterm survival as a monotherapy or in
Complete Responses 115007 AT 1 118 0 ADIS +CIS W .00 comblnlatlonwnh r:lslplatln. | N
119-005 RT A AE?{};S 37 35 0 30 26 _ Ep 100% 7 - ] = : o ™ . tThe unlqlui meihanlsbm of a;tlon pf tt::ls (limmunothﬁlrapyfltehads
o - : 0 some Interesting observations in the demographics ofthe
e 2l o CIS = 0 2 L & 15 mo. | 100% 110-009 AT 1 B 1 ADXS+CIS | -100% 15| jongterm suwivorg gep
110-009 |CT+RT| 1B [AD23 % 23 0 0 0 0 0 100% B3 | K | 2 VB u OIS W 11
Y I i 0
g iy P i i e D DG ] ] P 103015 T | B ) oEscs | o - I_m?g termsurvival was nbsgwed in 22% (24/109) of
10/22M12 o 7 ; = 1 =1 o patients who were treated with a well-tolerated
103-010 CT VA ADXS 35 0 0 0 0 Ei 100% &4 immunotherapy associated with minimal infusion-
LR LTy 103014 (T 1 VB 0 ADIS 100% -
TETTE T 2755 | related side effects.
110-002 RT VB ‘E"DG}';:S i 284 g4 56 34 20 36 9394 —— CT/RT : i - AR i 214 | This survival was observed aftertreatment with 1
ADXS + EXP. L kT ! . I ] ADG+Cs | W 5545 | cycle (3 doses)ofADXS11-001 given at the lowest
| <R | B CIS A e 1 0 M1Emo| - e 118005 AT 1 A 1 ADXS -100% sgs | effectivedose (1x10°CFU)
103012 |CT+RT| IVB ADG}E & 18 g 25 m}g‘g,‘ 2 - i 50% 100-015 CT/RT 1 [ 0 ADKS+CIS | 9% ags | ¢ 29%(3112)of patients with ECOG 2 baseline
experiencedlong term survival
103-008 RT VA, ADXS 48 A8 39 39 25 28 A8% 124-005 RT . B l ADIG + 03 we 24.46 np J , ,
=5 s AT : E u — - | 8% ofthe long term survivors (2/24) received
103-017 | CT+RT | IVB ADXS 106 62 qigia s - = 5 41% ADXS11-001 as second line treatment for
_ _ EXP s il : WE : sl a4 recurrent cervical cancer
100-012 |CT+RT | IWB | ADXS 164 107 105 195 |45 0 2 36% T . : . : P P, 50 - e ; ’
_ _ _ . . ' : ' ' was associated with some degree of tumor
DP = [hisease Progression, EXP = expired; NA = Not Available; WC = Withdrew Consent 121-006 CT/aT 1 B 0 ADXS 1508 1799 aduetion in 14/24 patients but 6 pagtients showed
+ 5completeresponsesand 6 partial responses have been observedin 69 evaluable patients 126-002 CT/RT 1 lIB 2 ADXS we 22,65 tumor increases. 4 other withdrew consent or
«  ADXS11-001 alone resultedin 2CRand 3PR. ADXS11-001 + cisplatin resultedin 3 CRs and 3 2800 | R | 1A 0 | A0S | 0% | 1 discontinued prior to the first evaluation
PRs 110002 AT 1 VB 1 ADXS+CIS | -93% nog |+ LTSwere evenly distributed between both
*  Objective responses were seen in patients with bulky disease and multiple metastases 110-004 RT 1 I8 1 ADXSHCIS | 1% 19.3 treatment groups
+ Responseswere seenin patients previously treated with combination chemotherapy/radiotherapy, 10106 CTART 1 I: ! wis | | oy | ¢ 18%(16/91)patients were alive >24 months
radiotherapy alone or chemotherapy alone 107-002 CT/RT 1 B 1 ADXS 7% 1810 (range 24-34+months)
Lm-LLO-E7-15 Tumor Response Data Conclusions
4
% Tumor Response Data ; SHfEW
% — ADX511-001 was well tolerated with mild transient adverse events observed in 38% (41/109) of patients associated with
3 infusion. All observed adverse events etther self-resolved or responded readily to symptomatic treatment.
= . 2l k
3 - 1 Grade 3 SAE observed In 234 doses administered to 109 patients
3
5 :
% m ADXS " Survival
> g s - 32% (351109) of patients were alive at 12 months; 22% (24/109) of patients were alive at 18 months
% LTS
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4 additional long-termsurvivors discontinued priortotumor evaluation

The waterftall plot above depicts the best overall response for patients evaluableat >3
months (69/110). 41 patients discontinued priorto the firsttumor evaluation (16
withdrew consent, 15 expired, S were lost to follow up, 4 discontinued, and 1 excluded
forinconsistent radiography)

Objective CR’s, PR, numerous minor responsesand stable disease =3 months

observed

Disease Control Rate (CR + PR + SD) = 38% (42/109)

Using irRECIST criteria 11 patients had objective responses (5CR/GPR), 31 patients
had stable disease = 3 months, 27 patients had progressive disease,

The disease control rate was 38% (42/1109)
The addition of cisplatin chemotherapy did not improve tumor responses.

Tumor responses were observed in patients infected with different high risk HPVW
strains including HPWV16, 18, 31, 33 and 45

Long-Termm Survivors (LTS)

22% (24/109) of patients are long-term survivors (alive =18 months, range 18-34
months and are indicated by the blue arrows)

4 long term survivors discontinued prior to tumor evaluation

- Aggressivenass of disease had no Impact on survival or tumor response

~ 98% of long term survivors had a baseline ECOG performance status of 1 (46%) or 3 (13%)

+  Tumor Responses are Equivalentin Both Treatment Groups

- 11% objective response rate (including CRs and PRs), disease control rate of 38% (42/109)

~ Combination with cisplatin did not improve the response rate

~ Median duration of response 9.5 months

- Tumorresponse was not affected by prior therapy, aggressiveness of disease or ECOG status at baseline

v Activity in Patients with Various Different High Risk HPV Strains
- Tumorresponses observed in patients infected with all high nsk HPV strains detected, including HPV16, 18, 31, 33, and 45

v Long-term survival 18% »24 months, 18 month survival of 2%, and an 12 month survival of 32% is remarkable in patients
with recurrent cervical cancer and compares favorably with other active agentsiregimens in this disease setting

v Further clinical development includes uﬁtimizatiun of the ADX$11-001 dose and schedule including higher doses,

multiple cycles of treatment, use in com

ination, and sequencing with other agents

v The potential of ADX$11-011 toimprove survivalin recurrent cervical cancer versus standard of care will be evaluated in
an upcoming Phase 3 clinical trial

.
.

R oloo=rit —=ttit.

FhilID; petitdEeaSadvaxis.ocorrm
Fartha Basu, MDD, DNB;, basuparthacGasahotrmail. corm
Lrm—-L L O E7-O15is sponsored by Acdwvaxis,
Editorial amnd writimng suppeort prowide d by Accdvaxis,

I,

Frimce=tomr, I~
e,

Frimcetoaor, KO




	Slide Number 1

