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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

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.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

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

= Barries that may impact patient care.
= Factors contributing to level of care.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Scope of the Problem
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Rahib L, et al. Cancer Res. 2014;74(11):2913-2921.



Diagnosis of Pancreatic Cancer is Usually Late

Initial Presentation at Diagnosis 5-year Relative Survival Rates
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Based on people diagnosed with pancreatic
- cancer between 2014 and 2020
Data from American Cancer Society

Overall 5-year Survival Rate 13%

Bengtsson, A., Andersson, R. & Ansari, D. The actual 5-year survivors of pancreatic ductal adenocarcinoma based on real-world data. Sci Rep 10, 16425 (2020)












Systemic therapy is the most important
treatment for locally advanced PC

Results for resectable pancreatic cancer

ESPAC-4 Adjuvant Gemcitabine and Capecitabine PRODIGE Adjuvant FOLFIRINOX

Majority of patients still die from cancer
Pancreatic cancer is a systemic disease



Gemcitabine plus nab-paclitaxel versus Gemcitabine in
Patients with Metastatic Pancreatic Cancer (MPACT)
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Median OS 8.5 vs 6.7 mo HR 0.72 p=0.000015
Median PFS 5.5 vs 3.7 mo HR 0.69 p=0.000024

Primary endpoint: Overall survival

Von Hoff D, et al. NEJM 2013.
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FOLFIRINOX versus Gemcitabine for Metastatic
Pancreatic Cancer (PRODIGE 4 / ACCORD 11)
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Median OS 11.1 vs 6.8 mo HR 0.57 p<0.001
Median PFS 6.4 vs 3.3 mo HR 0.47 p<0.001

MFOLFIRINOX removes bolus 5FU and
Reduces dose of irinotecan

Conroy T, et al. NEJM 2011.



NALIRIFOX versus Gemcitabine and nab-paclitaxel for Metastatic
Pancreatic Cancer (NAPOLI-3)
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Leucovorin 400 mg/m?,
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Gemcitabine 1000 mg/m?
Nab-paclitaxel 125 mg/m?
Days 1, 8 and 15

Primary endpoint — overall survival

Median OS 11.1 vs 9.2 mo HR 0.83 p<0.036
Median PFS 7.4 vs 5.6 mo HR 0.69 p<0.0001

Wainberg Z, et al. The Lancet 2023.



Systemic Therapy for Pancreatic Cancer

e Chemotherapy regimens have improved with better success in
downstaging tumors at the cost of toxicity

toxicity

Gemcitabine + 38% 17% 6% 17% 23%
nab-paclitaxel
FOLFIRINOX 45.7% 23.6% 12.7% 9% 31%

NALIRIFOX 14% 6% 20% 3% 42%



Radiation Therapy for Locally Advanced
Pancreatic Cancer (LAP-07 Trial)
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[HR] 1.03, 95% ClI [0.79, 1.34], p = 0.8295

Hammel, et al. JAMA. 2016;315(17):1844-1853



Phase 2 LAPACT Multicenter International Trial of nab-Paclitaxel Plus
Gemcitabine for Patients with Locally Advanced Pancreatic Cancer

Induction Phase Investigator’s Choice
Treatment naive® nab-Paclitaxel 125 mg/m? qw 3/4 Treatment Options® Periodic
i > + >| « Continue nab-Paclitaxel + Gem follow-up for
Planned N = 110 Gemcitabine 1000 mg/m? qw 3/4  Chemoradiation® PFS and OS
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.+ Surgical resection
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* Objective: To assess the safety and e ORR33% and DCR 78%
efficacy of 6 cycles of induction
therapy.

e Nab-Paclitaxel plus gemcitabine induction
allowed conversion from unresectable to
resectable in 15% of the patients

* Primary Endpoint: Time to Treatment
Failure

Median overall survival was 18-:8 months (90% Cl 15-0—-24-0)

Presented By Pascal Hammel at 2018 Gastrointestinal Cancers Symposium



Meta-analysis FOLFIRINOX for Locally Advanced Pancreatic Cancer

e Primary outcome: Overall survival

e Pooled proportion of patients who
received any radiotherapy treatment was
63:5%

e Pooled proportion of patients who had
resection was 25-9%

e RO resection was reported in 60 (74%) of
81 patients.

e Pooled patient-level median overall
survival of 24-2 months

e 11 studies with 315 patients

Suker, Mustafa et al. The Lancet Oncology, Volume 17, Issue 6, 801 — 810, 2016.



Tumor Treating Fields With Gemcitabine and Nab-Paclitaxel for Locally Advanced Pancreatic
Adenocarcinoma: Randomized, Open-Label, Pivotal Phase Il PANOVA-3 Study



Tumor Treating Fields With Gemcitabine and Nab-Paclitaxel for Locally Advanced Pancreatic
Adenocarcinoma: Randomized, Open-Label, Pivotal Phase [l PANOVA-3 Study
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Primary Endpoint Overall Survival: PANOVA-3 Study



Conclusions

Pancreatic cancer is a systemic disease and upfront
systemic therapy improves survival

Urgent need for regimens with higher response rates
and less toxicity (targeted therapies?)

Radiation therapy and surgery only benefit select
patients with locally advanced pancreatic cancer

Multidisciplinary management is key to obtaining the
best outcomes
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