Chemotherapy strategies for metastatic
pancreatic ductal adenocarcinoma (mPDAC) :
Recommended systemic

Cytotoxic combination chemotherapy is the cornerstone of treatment for chemotherapy options for mPDAC
advanced or metastatic PDAC.

<60% eligible

Treatment selection depends on factors such as patient performance status i ;
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and co-morbidities. Treatment strategies can be implemented to manage L
toxicities associated with the different chemotherapy regimens to enable a
patient to stay on treatment for optimal efficacy.
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Although newer treatment regimens have improved survival rates, ongoing
efforts in risk assessment and early detection remain essential. GEM + NabP FOLFIRINOX
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Key studies of systemic chemotherapy for mPDAC Targeted Treatmente
study study Primary Primary endpoint Secondary ~ Secondary endpoint
setting Study type Arm (N) end point Months HR(95%CI)  endpoint Months HR(95%CI) ORR (%) Notable adverse events
FOLFIRINOX (171 n 6.4 316  FOLFIRINOX vs Gem (G23): neutropenia 47.5 vs 21.0%,
Istline PR((Q)%();E hgsCeT’Q/3 o (7 (0 450£70 73) PFS (0 37()f§70 59) febrile neutropenia 5.4 vs 1.2%, thrombocytopenia 9.1 vs
P Gemcitabine (171) 6.8 : g 88 : : 94  36%, diarrhoed 12.7 vs 1.8%
Gem + NabP (431 85 55 230 Gem + NabP vs Gem (G23): neutropenia 38.0 vs 27.0%,
Istline ’\(Agég)T hRCT' 3 (43) 0os (0 620f720 83) PFS (0 580£690 82) leukopenia 31.0 vs 16.0%, thrombocytopenia 13.0 vs 9.0%,
R Gemcitabine (430) 6.7 HeA O 37 SIS 70  fatigue 17.0 vs 7.0%, and neuropathy 17.0 vs 1.0%
~ NALRIFOX (383 m 74 418 NALRIFOX vs Gem + NabP (G23): hypokalaemia 15.0 vs 4.0%, diarrhoea
Istline N?QPOOZLSI)3 th?sg 3 (€E8) 0os (0 78‘_80399) PFS (0 5%—6383) 20.0 vs 5.0%, nausea 12.0 vs 3.0%. Lower rates of hematological AEs
P Gem + NabP (387) 9.2 : g 5.6 : : 362  with NALIRIFOX: neutropenia 14.0 vs 25.0%, aneamia 11.0 vs 17.0%
Metastatic POLO RCT, Olaparib (92) - 74 0.53 o 19.0 0.83 231°  Olaparib vs placebo (G23): fatigue 5.6 vs 0%,
maintenance®  (2019,2022)  phase 3 Placebo (62) 3g (035t0082) 192  (056t0122) nse  Gnaemia 122 vs 3.3% decreased appetite 3.3 vs 0%
OFF (77) 59 29 _ Rates of adverse events were similar between treatment arms,
2ndline CONKO-003 RCT, oS 0.66 PFS 0.68 with the exception of grades 1to 2 neurotoxicity 38.2 vs 7.1% in
(2014) phase 3 FF (91) 33 (0.48-0.91) 20 (050-0.94) - the OFF and FF groups
FOLFOX (54 3N 61 13.2 Increased toxicity was observed with the addition of oxaliplatin,
ondline PA('\é%l]QGE)OX hRCT: 5 m (54) PFS © 616()—? 53) 0S R 05152393) with grade 3/4 adverse events occurring in 63.0% of patients
phase 5FU/LV (54) 29 AL 9.9 S 85  who received mFOLFOX6 and 11.0% of those who received FU/LV
~ Nal-IRI + 5-FU/LV (117 61 3] 162  Most frequent grade 3 or 4 AEs for Nal-IRI + 5- FU/LV vs 5-FU/LV:
line Nép(%') ] R IRV o @ sl o) PFS @ e 75) neutropenia 27.0 vs 1.0%, diarrhoea 13.0 vs 4.0%, vomiting 11.0 vs
P 5-FU/LV (19) 42 - : 15 : : 08  3.0% and fatigue 14.0 vs 4.0%

9if molecular alterations identified
“Patients with germline mutations in BRCAT or BRCA2, who had received at least 16 weeks of continuous platinum-based chemotherapy as 1¢-line treatment for metastatic pancreatic cancer, were enrolled; °At data cut-off 1

5-FU, fluorouracil; AE, adverse event; BRCAI/2, BReast CAncer 1/2 gene; Cl, confidence interval; gBRCAm, germline BRCA mutation; FF, folinic acid (leucovorin calcium) and fluorouracil; FOLFIRINOX, folinic acid (leucovorin calcium), ‘ o R z E D
fluorouracil, irinotecan, and oxaliplatin; FOLFOX, folinic acid (leucovorin calcium), fluorouracil, and oxaliplatin; gem, gemcitabine; HR, hazard ratio; mPDAC, metastatic pancreatic ductal adenocarcinoma; LV, leucovorin calcium
(fohnlc 00|d); MFOLFOX, modified FOLFOX: folinic acid (Ieucovorln cqlcmm), fluorouracil, and oxaliplatin; mPFS, median progression-free survival; Nab, nanoparticle albumin-bound; NabP, Nab, nanoparticle albumin-bound THE HEART OF MEDICAL EDUCATION

paclitaxel; Nal-IRIl, nanoliposomal irinotecan; NALIRIFOX; Nal-IR|, fluorouracil/folinic acid (leucovorin calcium), and oxaliplatin; OFF, oxaliplatin and FF; ORR, objective response rate; OS, overall survival; PFS, progression-free survival;
RCT, randomised controlled trial
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