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Disclosures

▪ I do not have any relevant disclosures. 

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

The off-label or investigational use of Mitomycin C, Abraxane (Nab-Paclitaxel), Oxaliplatin, 5-FU, Cisplatin, and Doxorubicin 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: 

• Inclusion of patients in PIPAC trial should ensure racial and ethnic representation.

• Patients with peritoneal metastases are often considered end-stage with poor prognosis. There is an 
implicit bias that points to nihilism. 

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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Definition of Regional Therapies

▪ Delivery of therapies directly to an anatomically defined region

▪ Purpose → Spare systemic toxicity

▪ Two broad categories:

o Cavitary: Infusion/ Perfusion

o Vascular: Infusion/ Perfusion
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Cavitary
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Vascular
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Regionally-directed

▪ Targeting a cancer vulnerability that manifests because of the anatomic location of 
the tumor (administered systemically or locally)
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Goals of Treatment
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Rationale for Regional Therapies for Peritoneal Metastases

▪ Modern systemic therapy is less effective

▪ Peritoneal disease limits quality of life

▪ Pharmacokinetic advantage 

▪ Biologically distinct

9



Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura

Modern systemic therapy is less effective
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Colorectal Cancer

Franko et. al. Lancet 
Oncology 2016
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Undertreatment does not explain poor-prognosis
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CAIRO

CAIRO 2

Klaver et. al. EJSO 2012
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Poor response rates explain poor survival
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5-FU- based systemic therapy, RECIST Response

5-FU- based systemic therapy, RECIST Response
Assersohn et. al. BJC 1999
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Poor response rates explain poor survival
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*Modern systemic therapy
Rovers et. al. JAMA Surg 2021
Nordlinger et. al. Lancet 2008

▪ PM: CAIRO6 →Peri-op chemo* arm → Objective Response 28%

▪ LM: EORTC → Peri-op chemo* arm → Objective Response 43%

DRUG DELIVERY vs. THERAPEUTIC RESISTANCE
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Under-representation in RCTs limits generalizability of 
systemic therapy efficacy to peritoneal metastases
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Autopsy studies: 20-51%

Two main reasons for exclusion:
- Performance status
- RECIST non-measurable disease

Tseng, J,.. Turaga et. al. Lancet Oncology 2017
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Peritoneal disease limits quality of life
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Colorectal Cancer

Franko et. al. Lancet Oncology 2016
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Population-based data – California Cancer Registry
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Variable
CRLM, n (%) CRPM, n (%) P

Patients 11,510 4724

Number Hospitalization/Year of Life 3.2 4.2 0.002

Number of Hospitalized Days/Year of Life 44.4 66.2 0.002

Median OS (mo) 9.9 7.5 <0.001

Median Disease Specific OS (mo) 10.3 8.3 <0.001

Need for Supplemental Nutrition

Parenteral Nutrition
1,206 (10.5) 957 (20.3) <0.001

Gastrostomy Tube
253 (2.2) 314 (6.7) <0.001

O’leary and Raoof. Unpublished
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Population-based data – California Cancer Registry
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Pharmacokinetic advantage
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1. Peritoneal clearance << Plasma clearance
2. Hydrophilic drugs with a high molecular weight and ionized compounds have favorable pharmacokinetics
3. Locoregional therapeutic effect with limited systemic toxic effects

Dedrick et. al. Cancer Treatment Reports 1978



Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura

Pharmacokinetic advantage
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Peritoneal clearance << Plasma clearance

Penetration depth into the tumor is 1-2 mm and remains a significant challenge
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Pharmacokinetic advantage?
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Pharmacokinetic advantage?
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Cisplatin Accumulation
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Pharmacokinetic advantage?

22

Cisplatin Accumulation

Winner et. al. Cancer Research 2016
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Pharmacokinetic advantage?
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Winner et. al. Cancer Research 2016
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Peritoneal Metastases are Biologically Distinct
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▪ 85% CMS4

▪ CMS4 subtypes:

o RAS mutations (CMS4-PM.A)

o Mucinous phenotype (CMS4-PM.B) 

o Inflamed (CMS4-PM.C) 

Lenos et. al. Nat. Comm 2022
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Peritoneal Metastases are Biologically Distinct
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Lenos et. al. Nat. Comm 2022
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Rationale for Regional Therapies for Peritoneal Metastases

▪ Regional drug delivery may overcome barriers to systemic drug delivery

▪ Regional drug delivery treats tumors most likely to impact quality of life

▪ Regional therapies minimize systemic toxicity

▪ Regional approaches could cater to distinct biology of peritoneal metastases
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Thank you
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Regional Therapies


