Metastatic Pancreatic Cancer
ASCO Clinical Practice Guideline Update (2020)

The Precision Pathway: Integrating Early Genomic
Testing and Targeted Maintenance Therapies
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The Shifting Paradigm in

Pancreatic Cancer

Metastatic Pancreatic

Adenocarcinoma Population

BRCA1/2 MSI-H/dMMR NTRK 1/2/3

The Genomic
Testing Filter

(Recommendation
1.5)

Standard Cytotoxic Pathway

|dentify actionable targets
early to unlock precision
maintenance and second-line

therapies.
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The Urgency of Early Genomic Assessment

Recommendation 1.5 mandates early testing for actionable genomic alterations.

The Old Way
i"" ___________ b

Order Turnaround time eclipses !
Prg;zzz?un Genomic plialallialieialili = clinical window -> Missed |

Testing : opportunity. )

Diagnosis

The Precision Pathway

Early
Germlln:e & ist-Line . Disease Immediate routing to
Somatic Chemo Progression Targeted 2nd-Line.

Testing

Diagnosis

/\_

Ensure that the results of testing are
available at the time of treatment decision
where applicable after first-line therapy.
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The Biomarker Blueprint
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NTRK 1/2/3
Gene Fusions

Germline/Tumor
BRCA1 or BRCA2

£

PARP Inhibitor TRK Fusion Inhibitors
(Olaparib) (Larotrectinib or Entrectinib)

Exclude variants of unknown significance for BRCA. Include genetic counseling for germline testing.

MSI-H or dMMR

¥

PD-1 Inhibitor
(Pembrolizumab)
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Systemic Foundations:
First-Line Cytotoxic Routing

Clinical Profile Recommended Regimen
ECOG PS 0-1 + Favorable Comorbidities FOLFIRINOX
+ Access to port/pump (Strong Recommendation)
ECOG PS 0-1 + Relatively Favorable Gemcitabine + nab-paclitaxel
Comorbidities (Strong Recommendation)
ECOG PS 2 Gemcitabine alone
OR (Addition of nab-paclitaxel, capecitabine, or
: T erlotinib optional with dose adjustments)
Preciuding Comorbidities (Moderate Recommendation)
ECOG PS g;: dﬁﬁg:g controlied Case-by-case / Optimize supportive care
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The Platinum Runway:
Routing to Olaparib Maintenance

Stable Disease / Option: Olaparib

16-Week No Progression glg:::ﬁ :2nce s
Mark for >16 weeks Chemiothimpy.
1st-Line Platinum-Based
Chemotherapy

Germline

BRCA1/2

Iﬂ:;?#ioeg Disease Route to

Progression Second-Line

within 16 weeks Therapy.

[8? Shared Decision Making parameters: Maximum response achieved, cumulative toxicities, patient preference, cost.
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PARP Inhibition: The POLO Trial Data

Maintenance Olaparib vs. Placebo in Germline BRCA-Mutated Metastatic Pancreatic Cancer

Increased risk

Efficacy Toxicity Profile
of discontinu-
tiation due to

HR 0.53 A

Progression-Free Survival events

(95% Cl, 0.35 to 0.82) | Moderate certainty, (Relative Risk 3.3)
large magnitude of effect.

Overall Survival Hazard Ratio 0.91 (No significant
OS difference at interim analysis).
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The Tissue-Agnostic Paradigm

NTRK fusions are rare in pancreatic cancer (~0.34%), but drive profound responses regardless
of tumor origin.

b8

S

%i

TRK Fusion
Inhibitors

.
{h P

Approvals and recommendations are based
P on "basket trials" evaluating the genomic
alteration, irrespective of the tumor site.




TRK Inhibition: Larotrectinib Efficacy

Phase |/ll Basket Trial Data in NTRK Fusion-Positive Cancers.

Efficacy

Overall Response Rate
(13% Complete, 62% Partial)

55% Progression-free at 1 year.

¢

Toxicity Profile

A\ 93% Grade 1/2 Adverse Events.

A\ Most common Grade 3/4:
- Anemia (11%)
- Increased ALT/AST (7%)
- Decreased neutrophils (7%)




TRK Inhibition: Entrectinib Efficacy
Integrated Analysis of Three Phase |-l Trials (STARTRK-1, STARTRK-2, ALKA-372-001)

Toxicity Profile

/\ Most common Grade 3/4
Adverse Events:

/\ - Anemia (12%)
/\ -Increased weight (10%)
/\ - Fatigue (7%)

Objective Response Rate
(7% Complete, 50% Partial)

Median Duration of Response: 10.4
months. | Median PFS: 11.2 months.



The Precision Portfolio: Targeted Second-Line Options

Olaparib Pembrolizumab | Larotrectinib Entrectinib
Target: Ve Target: s | Target: Target: s
Germline BRCA1/2 MSI-H or dMMR ' NTRK Fusions NTRK Fusions
Setting: Setting: Setting: Setting:

Maintenance et Second-line 4 Second-line Second-line v
(post-16 wks platinum)

Key Metric: o Key Metric: Key Metric: Key Metric: %
PFS Benefit Endorsed from 2018 75% ORR 57% ORR

Rec Strength: 7 Rec Strength: v Rec Strength: Rec Strength: o
Moderate SYige]ple Moderate Moderate
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Cytotoxic Routing: Non-Targeted Progression

Al Prior FOLFIRINOX SOTRENAIGY
nab-paclitaxel
(ECOG 0-1, favorable profile)

Prior Gemcitabine- 5-FU + nanoliposomal
based regimen iIrinotecan
Prior Gemcitabine +
C :
nab-paclitaxel

(Preferred, ECOG 0-1)

9-FU + oxaliplatin

(Option if nal-IRI unavailable or
residual toxicity precludes it)
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Third-Line Therapy & Ongoing Surveillance

Third-Line Stance

Third-Line Stance (Rec 3.8): No data
available to recommend 3-line or greater
cytotoxic therapy.

Clinical trial participation is strongly
encouraged.

Imaging Loop

Imaging Loop (Rec 6.1): CT scans with

contrast every 2 to 3 months.

Exclusions: Routine use of PET scans is
NOT recommended. CA19-9 is NOT an

optimal substitute for imaging.
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The Parallel Pathway:
Integrated Palliative Care

Cancer-Directed Therapy

_I | . S EEm . .- L L e

Formal Consultation:
In most cases, assessment
dictates a need for

formal palliative care
consultation.

Early Intervention:

Full assessment of
symptom burden,
psychological status, and
social support.

Pain Management:

Offer aggressive treatment
of pain and symptoms
concurrently with
cancer-directed therapy.

First Visit

Palliative & Symptom Care



The Complete Precision Pathway
2020 ASCO Metastatic Pancreatic Cancer Treatment Algorithm

1 2 - .
Test early Match precision maintenance
' to biomarkers.

Targeted
PchWﬂy 0|aparib i o
II Pembrolizumab ll Larotrectinib
Cytotoxic
Pathway 1st Line : 2nd Line Clinical
Maximize supportive care
K
Route cytotoxic
therapy sequentially

|
i

Genomic
Diagnosis Filter
(Test early)

4
Maximize
supportive care
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