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Disclosures

▪ Consultant for Amgen, Ipsen, and ViraTherapeutics.

This presentation and/or comments will be free of any bias toward or promotion of the above referenced company or its 
products and/or other business interests.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all 
diagnostic, therapeutic and/or research related content.

This presentation has been peer-reviewed and no conflicts were noted. 

The off-label/investigational use of OLVI-VEC (formerly denominated as GL-ONC1) will be discussed. 
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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:
The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that
relate to patient care must include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of
January 1, 2022, all continuing education courses for a physician and surgeon must contain curriculum that includes specified
instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may 
impact their access to care.

The following CLC & IB components will be addressed in this presentation: 

• Commonalities and differences among individuals with GI peritoneal carcinomatosis

• Possible bias aspects in taking part in clinical studies evaluating virotherapy as a new treatment option 
for GI peritoneal carcinomatosis

https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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EM pictures obtained from Prof. Schaller/B. Fehrenbacher, Dermatology Tübingen, Germany

IMMUNOVIROTHERAPY
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Lauer & Beil, Future Oncol. 2022 Jul 12

EM pictures obtained from Prof. Schaller/B. Fehrenbacher



→ ALL tumor types are principally accessible to oncolytic virus-mediated destruction



→ many types of viruses are able to perform a profound tumor cell oncolysis

Lauer & Beil, Future Oncol. 2022 Jul 12
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IMMUNOVIROTHERAPY

abscopal effects   ➤ shrinkage not only of virus-treated, but also of untreated tumor sites

https://www.imlygichcp.com/examples-of-real-results



tumor

cells

Tumor cells: ➔ Selection for IFN defects

Selection for IFN defects

IFN defects enable viral replication

IFNs are critical mediators 

of immune-mediated 

anticancer effects, 

• by enhancing antigen 

presentation 

• by activating NK cells, 

• by activating T cells, 

• by activating dendritic 

cells 

unhindered viral replication



Normal cells: ➔ intact virus defense

normal

cells

intracellular RNA is sufficient to engage pathogen recognition receptors, 

inducing IFN expression, resulting in a profound antiviral defense
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Clin Cancer Res; September 15, 2018 (NCT01443260)

Sponsor:  Genelux Corporation, San Diego

Vaccinia Virus
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Cohort Dose escalation Treatment scheme

# 1 107 pfu • 3 pts each cohort

# 2 108 pfu • 520 ml volume

# 3 109 pfu • 10 min infusion 

• every 28 days

• up to 4 cycles

Lauer UM et al., Clinical Cancer Research 2018
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Clin Cancer Res; 24(18) September 15, 2018
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Clin Cancer Res; 24(18) September 15, 2018
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Clin Cancer Res; 24(18) September 15, 2018

Inflammatory response

fever

leukocytosis lymphopenia

CRP elevation
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Clin Cancer Res; 24(18) September 15, 2018

➔ Lowest GL-ONC1 virus dosage (107 pfu) 

sufficient to achieve a prolonged 

"in patient" generation of new viral particles

Time pattern of in-patient virus production

dilution

viral
input

viral
output

> 3 
weeks

„Duisburg“ patient 
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Clin Cancer Res; 24(18) September 15, 2018

HE (400x); day 5 liquid (ascites) biopsies BerEp4 (400x)

Vacc (630x)Vacc (400x)

➔ Direct evidence of tumor cell colonisation
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Clin Cancer Res; 24(18) September 15, 2018

pre 

virotherapy

C1D24 of 

virotherapy

C1D24 of 

virotherapy

C1D24 of 

virotherapy
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Clin Cancer Res; 24(18) September 15, 2018

pre virotherapy C1D24

study patient with no extraperitoneal tumor

highly 

increased

peritoneal 

metabolism
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Clin Cancer Res; 24(18) September 15, 2018

➔ Efficient oncolysis in 8 out of 9 study patients
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Clin Cancer Res; 24(18) September 15, 2018

Development of neutralizing activities against GL-ONC1
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*; until 12/2014

- - -; passed away

SD; stable disease

PD; progressive disease

PR; partial response

IMMUNOVIROTHERAPY in Peritoneal Carcinomatosis
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Dosage of  

GL-ONC1
Pt. ID Age Tumor entity Vacc.

Dosage

s

(Σ = 24)

Months since 

last dosage *

RECIST 1.1 

(prim.

target 

lesions)

CHOI   

(target

lesions)

Status

1 x 107 pfu

(cohort 1)
401 62 gastric - 1 32 n.d. n.d. - - -

403 54 mesothelioma + 4 27 SD° SD°
on 

CTx

404 47 gastric + 1 29 n.d. n.d. - - -

1 x 108 pfu

(cohort 2)
405 62 ovarian + 4 23 PD° PD° - - -

406 40 ovarian - 1 22 n.d. n.d.
on 

CTx

407 55 ovarian + 4 19 SD° PD°
on 

CTx

1 x 109 pfu

(cohort 3)
408 65 mesothelioma + 4 15 PD° PD°

on 

CTx

409 68 CUP (adeno) + 2 16 SD+ PD+ - - -

410 39 mesothelioma - 3 15 SD+ PR+ - - -

disease stabilization for 9 years
2.7.2012 = C1D1

7.1.2021 =    ✝︎

Treg effect?Clin Cancer Res; 24(18) September 15, 2018

Analysis of tumor response
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Clin Cancer Res; 24(18) September 15, 2018

Vaccinia virus GL-ONC1 (i.p.)

in peritoneal carcinomatosis

PROOF-OF-PRINCIPLE

STEP 1  Tumor cell colonization

STEP 2  In-patient virus replication

STEP 3  Tumor cell oncolysis

STEP 4  Anti-viral immune response

Overall  Safety
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NCT01443260
(phase 1b)
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NCT02759588

(phase 1b part)

NCT02759588

(phase 2 part)
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IMMUNOVIROTHERAPY   → other clinical studies
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Olvi-Vec (USAN: olvimulogene nanivacirepvec; laboratory name: GLV-1 h68; also known an GL-ONC1)

OUTLOOK based on phase 1b data:

Recommended phase 2 (RP2) dosage = 
3 × 109 pfu/day i.p. on two consecutive days

NCT02759588
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phase-2 trial (NCT02759588)

2 days of 3 × 109 pfu Olvi-Vec i.p. followed by intravenous carboplatin-
doublet (CD) ± bevacizumab (Bev); then, maintenance with single-agent 
therapies ± Bev; 27 patients enrolled

➢ majority of patients achieved RECIST response with median PFS 
exceeding their prior line of therapy

full publication awaited
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All patients (n=16) underwent laparoscopy for placement of an intraperitoneal catheter. 

MV-NIS was infused in a volume of 500 mL over 30 minutes. 

Treatment was repeated monthly for up to 6 cycles.

Dose levels: 108 and 109 TCID50.

RESULTS:

➢ intraperitoneal administration of MV-NIS is safe

➢ compelling survival outcomes were observed, further prospective testing is warranted

NCT00408590
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H101 (Oncorine®), a recombinant oncolytic type 5 adenovirus with 

specific genetic modifications:

➢ the gene encoding the anti-apoptotic E1B55K protein that inactivates 

p53 was deleted, enabling selective replication only in cancer cells with 

aberrant p53 function

➢ a partial E3 region was also deleted to improve the safety of H101

➢ on days 1 and 3, H101 is injected i.p. through a peritoneal drainage 

catheter

➢ 5.0×10^11 vp for a small amount ascites

➢ 1×10^12 vp - 1.5×10^12 vp for medium amount ascites

➢ 2×10^12 vp for the massive amount ascites

Molecular Therapy: Oncolytics Vol. 25 June 2022

A prospective Phase II Study of 
Intraperitoneal Injection of Oncolytic 

Viruses H101 for Patients With 
Refractory Malignant Ascites

(NCT04771676)
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REOVIRUS, 3×1010 TCID50/day was administered IV over 60 min (on days 1-5 of 

each cycle after paclitaxel); paclitaxel was administered at 80 mg/m2 as a 

continuous IV infusion on days 1, 8, 15 every 4 weeks.

NEGATIVE RESULT
Addition of REOVIRUS to weekly paclitaxel in women with recurrent ovarian 

cancer led to NO improvement in PFS or other measures of patient outcome. 

Results from this study do NOT support further investigation of this 

combination in this patient population at these doses and schedule.
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IMMUNOVIROTHERAPY in Peritoneal Carcinomatosis

SUMMARY

• oncolytic viruses effectively infect and destroy peritoneal cancer cells

• many viruses such as vaccinia virus, measles virus, adenovirus can be used

• anti-tumoral / anti-viral immune responses are triggered

• regularly, a virus-induced peritonitis is triggered

• i.p. application can be performed safely with only minor transient side effects

• combination with other anti-cancer medications is feasible

• further preclinical / clinical studies are required
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