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LEARNING OBJECTIVES



PANCREATIC CANCER 

A problem in terms of incidence (and mortality)



METADTATIC PANCREATIC CANCER : A 
THPANCREERAPEUTIC DESERT…..
Few therapeutic advances

2007

1L Erlotinib + GEM 
[b]

NCIC trial 

better than GEM

median OS 6.24 MB

2013

1L Nab -P + GEM 
[d]

MPACT trial

Better than GEM, median OS 8.5 MB

1L Gemcitabine 
[a] 

1997

Better than 5-FU

median OS 5.65 MB

2016

1L 

FOLFIRINOX [c]

2011

PRODIGE trial 

better than GEM, median OS 11.1 mo

nal -IRI + 5-FU/LV [e]

NAPOLI-1 trial

Better than 5-FU/LV

Median OS 6.1 MB

Olaparib [f]

POLO trial

Better than placebo

gBRCAm & platinum sensitive

2019

a. Burris HA 3rd , et al. J Clin Oncol . 1997;15:2403-2413; b. Moore MJ, et al. J Clin Oncol . 2007;25:1960-1966; c. Conroy T, et al. N Engl J Med. 2011;364:1817-1825; d. Von Hoff DD, et 

al. N Engl J Med. 2013;369:1691-1703; e. Wang-Gillam A, et al. Lancet. 2016;387:545-557 ; f. Golan T, et al. N Engl J Med. 2019;381:317-327.
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DISCLOSURE STATEMENT

Travel and educational support from: Pfizer, Roche, 

Sanofi, Rovi, Pharma-Mar, BMS, Merck, Incyte, Astra 

Zeneca.



DIAGNOSIS

At diagnosis 74 years old male (YOB 1947)

Previous medical history: arterial hypertension and apendicectomy (2005)

Smoking history: sporadically; Alcohol: 1 glass wine/day.

ONCOLOGICAL HISTORY

Incidental finding CT scan March 2021 (hypertension follow-up): pancreatic body lesión (35x33mm) without arterial 

invasión but with suspicious liver lesions.

Patient came to our institution where diagnosis was completed:

- Liver MRI: confirming liver metástasis (also multiple benign liver cysts)



STAGING

Staging ultrasound endoscopy: 

A neoplastic formation approximately 45 mm in maximum diameter is visualized in the body of the pancreas, with 

infiltrative borders. Anteriorly, it breaches the pancreatic capsule, reaching the parietal peritoneum of the 

epiploic retrocavity, where fat striation compatible with local peritoneal carcinomatosis is visualized. The 

lesion obstructs the main pancreatic duct, which shows retrograde dilation with subtotal atrophy of the gland 

parenchyma. It also contacts the hepatic artery and more clearly the splenic artery. The lesion touches the 

mesenteric-portal confluence on its anterior side without definitive signs of infiltration.

Pathologic samples obtained from pancreas and liver

Pathological diagnosis: Confirmed pancreatic adenocarcinoma in both pancreatic and liver samples.

No germline NGS performed

TNM (8th Edition): T3 (>4cm by USE) N0 (no pathological nodes described) M1 = STAGE IV



RISK FACTORS

Personal history: 

- 74 years old.

- Smoking history: sporadically

- Alcohol: 1 glass wine/day.

Familiar history:

- No relevant known cáncer history



Metabolic assessment:

- Basal elevated endogen uracil concentración → 5Fu dose reduction recommended (15-20%)

- UGT1A1 genotype *1/*1 → no problem for irinotecan metabolization.

C1D1 of FOLFIRINOX 20th Apr 2021 with correct tolerance.

After 5 cycles: admitted due to septic shock with dyarrea as unique infection symptom with no bacterial isolation in 

blood/stools but singificantly elevated CMV viral charge in blood. Improvement with Ganciclovir.

First response assessment CT scan 1st July: PR pancreas and liver.

Patient completed up to 9 cycles (last 7th Sep 2021) with confirmed PR páncreas and liver. After 9th cycle he required

admission due to G2 dyarrea with acute kidney failure. ECOG impairment. Chemo discontinuation. 

Continues on follow-up programm every 3 months. May 2023: no evidence of disease in páncreas and liver but non 

significant bilateral lung nodes.

MANAGEMENT

First line treatment FOLFIRINOX



Basal (March 2021) 1st reevaluation (1st Jul 21) 2nd reevaluation (23rd Sep 21)

Primary tumor response



October 2023→ progressively growing lung nodes.

- Atipic resection of one node (middle lung lobe) performed by surgery (16th Oct23) for pathological confirmation: 

Pancreatic adenocarcinoma. 

- NGS test on that sample: KRAS G12D; TP53; CDKN2A

MANAGEMENT

Second line treatment: FOLFIRINOX re-challenge



76 years old male. Correct recovering to ECOG 0. Good functional status. G1 neurotoxicity.

Stage IV PDAC with CR after 1st line FOLFIRINOX.

Lung progression after 24months of progression free interval, without actionable molecular alterations.

C1D1 of FOLFIRINOX rechallenge 13th November 2023 → 5 cycles (last 29th Jan 24)

Response assessment CT scan after 5 cycles 16th Feb 2024: PR lung nodes; no evidence of disease in abdominal 

cavity. Patient asked for “therapeutic holidays”. ECOG 1. G2 Neurotoxicity.

Continues on follow-up programm.

MANAGEMENT

Second line treatment: FOLFIRINOX re-challenge



No evidence of progression until 25th October 2024: lung PD and pancreatic tumor PD.

77 years old male. Again recovered to ECOG 0. G1 neurotixicity, mantained good funcional status.

Stage IV PDAC with CR after 1st line FOLFIRINOX (24months PFS); lung PD FOLFIRINOX re-challenge with PR 

(8months PFS); current lung and pancreatic PD.

MANAGEMENT

Third line treatment: FOLFIRINOX re-challenge

Feb 2024 Oct 2024



OUTCOMES

C1D1 of FOLFIRINOX re-challenge (2.0) started on 6th November 2024

THANKS FOR YOUR ATTENTION
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Stage IV (liver, peritoneal) PDAC, 74y,  ECOG 0, good functional status, mKRASG12D, no germline test

1st LINE FOLFIRINOX: April-Sep 2021 9 cycles, BOR CR.

2nd LINE FOLFIRINOX RE-CHALLENGE (LUNG PD): Nov 2023-Jan 2024 5 cycles, BOR PR lung, CR abdominal 

lesions

PROGRESSION AND TREATMENT FREE INTERVAL:8 m

3rd LINE FOLFIRINOX RE-CHALLENGE (x2): LUNG, PANCREAS PD . NOV 24, on going.

CASE SUMMARY

PROGRESION  AND TREATMENT FREE INTERVAL: 2 years

SEP 2021 OCT 23

FEB 2024 OCT 2024



DIAGNOSIS

At diagnosis 74 years old male (YOB 1947)

Previous medical history: arterial hypertension and apendicectomy (2005)

Smoking history: sporadically; Alcohol: 1 glass wine/day.

ONCOLOGICAL HISTORY

Incidental finding CT scan March 2021 (hypertension follow-up): pancreatic body lesion (35x33mm) without arterial 

invasion but with suspicious liver lesions.

Patient came to our institution where diagnosis was completed:

- Liver MRI: confirming liver metástasis (also multiple benign liver cysts)



STAGING

1. Multiphasic contrast-enhanced thoracic-abdominal and pelvic CT, including late arterial phase and portal 

venous phase, should be used as the first-line imaging modality for suspected PC

2. LIVER MRI. Abdominal MRI is usually used when CT is inconclusive, such as for isoattenuating tumours or 

when a contrast enhanced CT is contraindicated; in this case confirmed the liver M1.

3. EUS is indicated for tumour staging in selected cases, e.g. isodense tumour at CT or when assessing venous 

involvement. EUS is used to biopsy pancreas, lymph nodes and lesions in the left liver or to sample ascites. In our 

case completed the staging describing local peritoneal carcinomatosis and allowed the primary biopsy.

4.CA 19.9? CA 19-9 can be used as a serum marker to measure disease burden and potentially guide treatment 

decisions [III, B]

Standard TNM by imaging testing STAGE IV



MANAGEMENT

First line treatment FOLFIRINOX. 74y, ECOG 0, Good functional status



FIRST LINE  TREATMENT FOR METASTATIC DISEASE 

FOLFIRINOX



FIRST LINE TREATMENT FOR METASTATIC DISEASE

GEMCITABINE+ Nab-PACLITAXEL



FIRST LINE TREATMENT FOR METASTATIC DISEASE

NALIRIFOX

Wainberg et al. Lancet 2023



TREATMENT DURATION?

PANOPTIMOX TRIAL vs 6 months

Dahan et al, JCO 2021

PROGRESION  AND TREATMENT FREE INTERVAL: 2 years

Sep 2021 Oct 2023

PRODIGE 4/FOLFIRINOX: Six months of chemotherapy was 
recommended for patients who had a response. Patients were 
followed every 3 months until death.



GENE PROFILE. ESMO RECOMMENDATIONS

KRAS and BRCA testing are generally recommended [IV, B]. 

If a KRAS-WT tumour is identified, additional profiling with NGS can be carried out to 

evaluate for rare, potentially actionable findings 

Nasser Hossein et al, Nature 2022



GENE PROFILE

NGS test lung sample: KRAS G12D; TP53; CDKN2A. Germline test lacking

Youssef A et al, NPJ Precis Oncol, 2024



TARGETING KRAS: PRESENT AND FUTURE

Hofmann et al, Cancer Discov, 2022



POSSIBLE APPROACH TO MOLECULAR PROFILING

Gkountakos A et al, Trends in Cancer 2024



HRD AND RESPONSE TO PLATINUM TREATMENTS

“Precision medicine in metastatic PC:  BRCA/germline  genetic testing 

should be offered to all patients with metastatic PC to determine eligibility 

for selection of platinum-based ChT  followed by maintenance with olaparib 

[I, B; olaparib ESMO-MCBS v1.1 score: 2] ”

Chen et al. The Oncologist, 2023



16



Golan, NEJM 2019



OPEN DISCUSSION

• Standard therapy selection, based on clinical features. HRD 

predictive response to platinum. 

• Treatment duration in clinical practicing

• Gene profiling: KRAS status, NGS in KRAS WT

• Germline testing: only BRCA 1-2 + PALB 2 ? BRCAness. 

Reason of amazing response and survival?
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ESMO GUIDELINES: REAL WORLD CASES WEBINAR 

PANCREATIC CANCER

Gabor Liposits, MD, PhD

On behalf of the Practising Oncologist Working Group

A practice perspective on guideline implementation 

and the current case 



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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The ESMO POWG serves to identify the practice needs of oncologists 

who are hospital and office-based by developing educational services, 

practice tools and quality indicators that will facilitate the implementation 

of best practice at the point of care.

The POWG members are relevant stakeholders to the ESMO Guidelines Webinars as experts who are 

consulting and implementing the guidelines in their daily practices

For more information about the ESMO POWG visit esmo.org 

Don’t miss:

➢ The «ESMO Checklists» on OncologyPRO



Cancer Research UK, https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/pancreatic-cancer/incidence#heading-One, Accessed November 2024.

Age-specific incidence rates steeply increase ≥65 years.

Half of the patients are ≥70 years.

PDAC disproportionately affects older adults. 

Aging is a non-modifiable risk factor for (pancreatic) cancer 

Along with the aging populations worldwide, the incidence of  PDAC rises.



Precision medicine – in-depth characterization

TUMOR Diagnostic work-up

mPDAC – CT-scan often provides a reliable diagnosis.  

Liver MRI, endoscopic US are not essential in mPDAC.

Biopsy from a liver metastasis is sufficient.

CA19-9 can be considered at baseline and for response evaluation.
 

PDAC is one of the most lethal 

primary malignancies

Time factor is important during 

diagnostic work-up

Resource utilization



Precision medicine – in-depth characterization

PATIENT Geriatric screening/assessment

Functional decline might rapidly occur.

Comprehensive evaluation beyond ECOG PS is needed.

Patient-related factors are crucial in most mPDAC cases.

(Low) BMI, weight loss, cachexia/anorexia, systemic inflammation.

Often high symptom burden.

Early integrated supportive and palliative care are crucial.

 

Loh et al, ESMO OPEN 2024



Treatment options – for a fit patient 

Conroy et al, NEJM, 2011, Van Hoff et al, NEJM, 2013, Wainberg et al. Lancet, 2023



Older/vulnerable patients are under-represented in RCTs

Cancer Research UK, https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/pancreatic-cancer/incidence#heading-One, Accessed November 2024.

Most patients seen in daily practice are not 

represented in RCTs

Those included in RCTs are younger and fit

Less benefit and more toxicities observed 

in real-world setting

Eligible for 

RCTs



Best regimen? 

Nichetti et al. JAMA Network Open 2024 

Regimen FOLFIRINOX NAB-PAC./GEMCITABINE NALIRIFOX

Median OS (months) 11.7 10.4 11.1

Neither statistically, nor clinically meaningful OS differences  between regimens

HR: 1.18 [95%CI, 1.00-1.39]; p= 0.05



Treatment options

Gyawali B, Booth CM. Lancet Oncol. 2024 



Further considerations and discussion

Deficits in geriatric domains are frequent despite ECOG PS:0, geriatric screening is recommended (Geriatric 8).

Patient’s preferences and shared decision-making should be considered regarding the treatment of choice.

DPD testing/se-uracil measurement guided the dose of 5FU according to ESMO guidelines.

Remarkable platinum-sensitivity with a durable response. BRCA mutation or Homologous Recombination Deficiency (HRD)?

Upon oligometastatic disease/progression, local treatment (percutaneous interv./SBRT) might be considered (EXTEND-trial*)? 

Short re-introduction (5 cycles)  upon PD – toxicities/tolerability issues? 

PFS1: 24 months, PFS2: 8 months.

Second re-introduction with FOLFIRINOX? Cumulative toxicities? Change the regimen?  Local treatment in addition? 

*Roberts et al, JCO 2024



Excellent, yet an exceptional case, not representative for most patients with mPDAC managed in clinical practice.

Given the limited survival benefit, quality of life (QoL) and symptom control are important endpoints.

Older adults often prefer patient-centered endpoints – QoL, preservation of functioning, independence.

Cumulative toxicity, especially oxaliplatin induced peripheral neuropathy is a concern regarding QoL and ADL/IADL.

Local therapeutic modalities in addition to systemic treatment can provide benefit in selected cases. MDT discussion!

Comprehensive molecular characterization is important even in older adults who are fit for treatment.

Geriatric co-management and early supportive and palliative care are essential in most patients with mPDAC.

Food for thoughts



THANK YOU !
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