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Brief answer: To significantly increase all efficacy 
parameters of nabP/Gem with a tolerable increase in 

bone marrow toxicity and improved quality of life

Patrick Swayze Luciano Pavarotti





PDAC transcriptomic subtyping & tailor-made treatment





T cells mediate taxane cytotoxicity in vivo
- Taxanes trigger T cells to release 
cytotoxic extracellular vesicles
- Taxanes increase TCR-independent and 
TCR-mediated T cell killing
- T cells treated ex vivo with taxanes can 
eradicate tumors in vivo

Claire Vennin, Chiara M. Cattaneo, Leontien Bosch, 
..., Dirk M. Pegtel, Emile E. Voest, Jacco van Rheenen
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SEQUENCE TRIAL
The primary endpoint of 12-
month OS was 55.3% (95% 
CI, 44.2 to 66.5) for patients 
in the nab-P/Gem-mFOLFOX 
group and 35.4% (95% CI, 
24.9 to 46) for those in the 
nab-P/Gem group (p=0.02).

The 24-month OS rates 
were 22.4% (95% CI, 13 to 
31.8) versus 7.6% (95% CI, 
1.8 to 13.4), respectively



SEQUENCE: Forest plot for overall survival



Neoadjuvant PAXG significantly improved EFS 
compared to mFOLFIRINOX in pts with R/BR PDAC.

Reni M et al. ASCO 2024 abstract LBA 4004

PAXG: oral daily capecitabine 1250 
mg/m2 with biweekly cisplatin 30 
mg/m2, nab-paclitaxel 150 
mg/m2, gemcitabine 800 mg/m2;

At 3 years follow-up, EFS was 31% vs 
13%. HR 0.64 (CI 0.48-0.86, p=0.005).



Patients in the nab-P/Gem-
mFOLFOX group (which 
received oxaliplatin in first 
line with FOLFOX) have a 
benefit in survival when 
compared to those patients 
from the nab-P/Gem that 
received oxaliplatin-based 
treatment in subsequent 
lines (p=0·027).

SEQUENCE TRIAL



Sequential NAPOLI 
followed by mFOLFOX6 
showed a significant 
improvement in PFS 
compared to Gem/NabP
and a numerically, not 
significant, longer overall 
survival. 

This regimen may offer 
an effective treatment 
option in selected 
patients with PDACFOOTPATH TRIAL



Grade 3 Grade4

• Grade 3 and 4 neurological adverse events were similar (18% vs. 16%, p=0.83) in both 
arms of the study. A previous phase I-II study was performed and published by TTD (EJC).

• Grade 3 and 4 hematologic toxicity was higher in the experimental arm (46% vs. 24%, 
p=0.004), and although the differences in febrile neutropenia were not significant (7% 
vs. 4%, p=0.72), a single patient in the experimental arm died of sepsis with neutropenia. 

• Grade 3 thrombocytopenia was higher in the experimental arm (24% vs. 8%, p=0.0007), 
but no grade 3 or 4 bleeding was reported in any of the patients in the trial.

Treatment adverse events



Cox regression analysis showed 
that a deterioration of more than 
10 points (minimal clinically 
important difference - MCID) was 
always later in all scale domains.
Figure shows time to deterioration 
of QoL according to 20-Point MCID 
for the domain “Global Health 
Status” in the EORTC QLQ-C30 
questionnaire. 

SEQUENCE: Time to Quality-of-life deterioration



OS (79 trials, 22 104 patients): PAXG (HR 0·40, 95% credible interval 0·25–0·65), gem plus nab-
paclitaxel alternating FOLFOX (0·46, 0·32–0·66), and NALIRIFOX (0·56, 0·45–0·70) had the highest 
benefit, followed by FOLFIRINOX (0·66, 0·56–0·78) and gem plus nab-paclitaxel (0·67, 0·59–0·77).



SEQUENCE TRIAL STATISTICS

Cualquier estudio fase III, con HR de 0,5, y con potencia de 80%, tomando como referencia los 9.7 meses 
del grupo control, se necesitarían 66 eventos y un tamaño de 90 pacientes totales.

SEQUENCE: 
TTP con medianas de 5,3 vs 9,3 meses, HR=0,42, la potencia fue alta, de 0,88.
DFS mostró medianas de 5,2 y 7,9 meses, HR=0,52. La potencia fue del 68%. Para que estos mismos 
resultados tuvieran una potencia de un 80% necesitaríamos 168 eventos y unos 200 pacientes totales.
OS con medianas de 9,7 vs 13,2 meses, HR=0,68. La potencia fue del 44%. Para una potencia de un 80% 
necesitaríamos 331 eventos y cerca de 400 pacientes totales.

Probabilidad de que se repitiesen los mismos resultados de OS en un Fase III con:
a. El mismo número de eventos 126 (igual que este ensayo fase II) es de un 57.3%
b. Si duplicamos el número de eventos:| 252 (≈2×), sería de un 75.2%

La recogida de datos en la vida real es la mejor opción para poder corroborar estos resultados 



Reichinger A et al. ESMO Open 2025;10 (10





SEQUENCE was the first randomised phase II trial to compare the metastatic 
PDAC first-line treatment efficacy of nab-P/Gem-mFOLFOX, targeting 
sequentially both subtypes of mPDAC, with the standard control arm nab-P/Gem 

The efficacy of nab-P/Gem - FOLFOX was significantly greater than nab-P/Gem 
in all terms: overall response, TTP, PFS, and overall survival.

The safety profile was comparable except for a higher occurrence of grade ≥3 
neutropenia and grade ≥3 thrombocytopenia

Time to deterioration of QoL was significantly later in all domains

The whole patient’s group of 75 years old or less (135 patients out of 157) do 
also significantly benefit in overall survival with this regimen.
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