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BACKGROUND 
Metastatic pancreatic ductal adenoc,ircinoma {mPDAC) is an aggressive 
malignancy. 
Median overall survival (mOS) wi th chemotherapy regimens ranges from 
8.5 months to 11.1 months in the clinical trial setting,' , but a subgroup of 
patients can achieve long -term survival(;,: 18 months).3 
Understanding the cl inical and demographic profi le of patients with mPDAC 
who achieve long-term surv ival may help to tailor t reatment decisions to 
optimize clinical outcomes. 

NALIRIFOX (liposomal irinotecan in combination with 5- fl uorouracil /leucovorin 
plus oxaliplatin) is a US Food and Drug Administration and European Medicines 
Agency approved first-line (1L) t reatment option for mPDAC,4·\ based on the 
results of the phase 3 NAPOLI 3 trial (NCT04083235).6 

At a median follow-up of 16.1 months, mOS in NAPOLI 3 for the NALIRJFOX 
treatment ann was 11.1 months;° the characteristics of long-term survivors in 
NAPOLI 3 have not been previously reported. 

OBJECTIVE 
To describe the characteristics of long-term survivors among the North American 
population treated with NALIRIFOX in the NAPOLI 3 trial and to explore clinical 
and pathological factors that might be associated wit h prolonged survival. 

CONCLUSIONS 
• This post hoc analysis investigated the demographic 

and clinical characteristics and dosing patterns among 
long-term survivors from North America treated with 
NALIRIFOX in NAPOLI 3. 

• A substantial proportion of long-term survivors had 
:::. 3 metastatic sites at baseline, but they otherwise had a 
good clinical profile: younger (vs typical mPDAC diagnosis), 
few tumors in the head or tail of the pancreas, a good 
performance status and reasonably low CA 19-9 levels.7 

• Dose reductions and/or treatment delays occurred in 
the majority of long-term survivors, enabling prolonged 
exposure, high cumulative doses of both liposomal 
irinotecan and/or oxaliplatin drugs and an overall mOS 
of 19.5 months. 

• Owing to the small sample size, these results should be 
interpreted with caution. 

Study design 
NAPOLI 3 was a randomized, open-label, phase 3 t rial conducted 
at 187 sites in 18 countries worldwide.1 

Patients with mPDAC (N = 770) were randomized 1:1 to receive 
1L treatment with NALIRIFOX or nab-paclitaxel plus gemcitabine 
(Figure 1). 

In this post hoc analysis of patients enrolled from centers in 
North America (70 sites), baseline characteristics and NALIR IFOX 
dosing patterns were evaluated for individuals who survived for 
18 months or longer (long-term survivors). 

Analysis 
The analysis was purely descriptive, no comparisons or statistical 
tests were perfonned 

• Kaplan - Meier methods were used to estimate mOS (interquartile 
range [IQR]). 

RESULTS 
Demographic characteristics of long-term survivors 

Of the 120 patients from centers in North Amer ica who were 
randomized to receive NALIRIFOX in NAPOLI 3 
(intention -to-treat [ITT] population). 15 (12.5%) had an overall 
survival (OS) of<': 18 months and were considered to be 
long-tenn survivors (Table 1). 

long-term survivors had a median age of 61.0 years 
(IQR: 49.0 - 70.5 years) at baseline, 46.7% were female and 
66.7% were of white race (Table 1). 

Disease characteristics of long-term survivors 
At baseline, approximately half (53.3%) of t he long-term survivor 
group had an Eastern Cooperative Oncology Group Perfonnance 
Score (ECOG PS) of O and had t he main pancreatic tumor located 
in the body of the pancreas; median carbohydrate antigen 19-9 
(CA 19-9) level was 166.8 U/ml (IQR: 32.7 -1728.4 U/ml) (Table 2). 

Figure 1. NAPOLI 3 study design 
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Most long-term survivors had metastatic disease at diagnosis 
(86.7%). Approximately half of patients (53.3%) had 
;,, 3 metastatic sites, most commonly (66.7% of patients) in 
the liver (Table 2). 
Most long-term survivors (73.3%) were UG T1A1"28 
non-homozygous (Table 2). 

Overall survival 
• Among the long-term survivors, mOS was 19.5 months 

(IQR: 18.8- 22.6 months) (Figure 2). 

Treatment patterns among long-term survivors 
Most long-term survivors experienced dose reductions and 
dose delays of both liposomal irinotecan (66.7% and 86.7"/4. 
respectively) and oxaliplatin (80% both) (Table 3). 

• Tumor assessment every 
8 weeks as per RECIST vl.1' 

• Treatment until disease 
progression, unacceptable 
toxicity or study withdrawal 

• Follow-up every 8 weeks 
until death or study end" 

i)o.., expressed as irirmlecan fr= ba"" equivalent. 'Mministered ""'luential ly as a conti nuous infu5ion o,,.,, 46 hoors (dose delays illld oxaliplatin disrnnlinl.liltion were IJ"rmitled). <Until 
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Liver 60 (50.0) 

Liver, lung 33(27.5) 
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Median cumulative dose of liposomal irinotecan was 
1229.4 mg/m' (IQR: 821.9 - 1513.9 mg/m') for long-term survivors 
and median cumulative dose of oxaliplatin was 962.3 mg/ml 
(655.0 -1470.3 mg/ml) (Table 3). 
Median duration of exposure was 65.1 weeks (IQR: 40.1- 89.0 
weeks) for liposomal irinotecan and 39.9 weeks (26.6- 76.4 
weeks) for oxaliplatin (Table 3). 

Table 3. Treatment patterns among long-term survivors treated with 
NALIRIFOX at North American centers in NAPOLI 3 

Treatment characteristic 

Liposomal irinotecan 

OS > 18 O months I ITT 
(n -15) (n -120) 

f--"D=os=' =" =doc= t=;o=" ·~" =(%~) ~f-f-10 (66.n 63 (52.S) 
84 (70.0) Dose delay, n (%) 13 (86.7) 

Duration of exposure, 
weeks 

Median (IQR) 
Cumulative dose, m m' 

Median (IQR) 

65.1 (40.1-89.0) 23.1 (10.9 -44.8) 

1229.4 (821.9- 1513.9) 429.3 (202.7- 860.1) 

72 (60.0) 
83 (69.2) 

21.8 (10.9 - 37.6) 

IQR. inlerquarlil i, range; ITT, intentio n-lo -treat ; OS. overall survi~al 
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