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A phase II study of pre- and post-operative gemcitabine and erlotinib plus pancreaticoduodenectomy (PD) for patients with resectable pancreatic ductal adenocarcinoma (PDAC): ACOSOG Z5041 trial (Alliance).
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Abstract Disclosures
Abstract:

Background: For resectable PDAC (without vascular involvement) postoperative adjuvant therapy remains the standard, though there is considerable interest in a neoadjuvant approach. This study evaluates overall survival (OS) with perioperative gemcitabine + erlotinib (G+E) combined with PD for resectable PDAC. Methods: ACOSOG Z5041 was a prospective, multicenter, single-arm phase II trial of pre- and postoperative G+E for resectable PDAC. Key eligibility requirements were localized biopsy-confirmed PDAC in the pancreatic head, resectable without evidence of tumor involvement of major mesenteric vessels. Patients (pts) received standard G+E (100 mg days 1-43) prior to and following surgery. The primary endpoint was 2-year overall survival (OS); secondary endpoints included toxicity profile, response rate, resection rate and time to progression. The study was closed early due to slow accrual; no formal hypothesis testing was performed. Results: 116 meeting eligibility requirements were enrolled; 114 who initiated treatment were evaluable. By central radiologic review, 97 pts met protocol resectability criteria, 17 pts were beyond. Median age was 66 years (39-88); 55 females (48%). Grade 3+ toxicity was reported in 68 (60%) and 90 (79%) pts during the neoadjuvant phase and overall. 22 (19%) pts did not proceed to surgery. 92 (81%) pts had surgery; 83 (73%) were resected with PD, 9 (8%) were unresectable. R0 and R1 margins were 67 (81%) and 15 (18%) of resected pts, respectively. 54 received postoperative G+E (65% resected, 47% evaluable). 2-year OS for evaluable pts was 40% (95%CI 31-49%) with median OS 21.3 (95%CI 17-26) months. 2-year OS for resected pts was 52% (95%CI 37-59%) with median OS 25.4 (95%CI 22-30) months. Conclusions: For resectable PDAC, neoadjuvant therapy provides 2-year OS similar to pts able to receive standard adjuvant therapy. Importantly, futile PD was avoided in 27% pts. Further evaluation of neoadjuvant therapy in resectable PDAC is warranted as more active chemotherapy regimens emerge. Support: U10CA180821, U10CA180882; Clinical trial information: NCT00733746
Abstract 4116: Potentially curative combination of TGF-b1 inhibitor losartan and FOLFIRINOX (FFX) for locally advanced pancreatic cancer (LAPC): R0 resection rates and preliminary survival data from a prospective phase II study.
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Abstract Disclosures
Abstract:

Background: FFX is under study in LAPC for its potential for curative resection, but the downstaging rate remains low. Preclinical data suggest that inhibition of the renin-angiotensin system with losartan reduces TGF-b1 activity, enhancing intratumoral penetration of chemotherapy by remodeling desmoplasia and improving perfusion. This study investigated the R0 resection rate of FFX/losartan in LAPC. Methods: LAPC pts (per NCCN criteria), ECOG PS 0-1 were enrolled in a single institution NCI-sponsored phase II study (NCT01821729). Pts received 8 cycles FFX/losartan. If the tumor was radiographically resectable after chemotherapy, pts received short-course chemoradiation (CRT) in 5 fractions (protons 25 GyE, capecitabine 825 mg/m2 bid). If the tumor still abutted vasculature, pts received CRT to 50.4 Gy with a vascular boost to 58.8 Gy. Primary endpoint was R0 resection rate. Secondary endpoints were mPFS, mOS and circulating biomarkers of losartan activity. Results: 50 pts enrolled from 8/2013 to 7/2017. One pt withdrew consent, and 49 pts were evaluable for this analysis. Median age was 63y (42-78), tumor size was 41mm (18-68). Tumor was in the pancreatic head in 31 (63%) of pts. 39 pts received 8 cycles of FFX/losartan, while 10 had fewer than 8 cycles due to progression (4), losartan intolerance (3), and toxicity (3). Grade 3 or greater toxicity occurred in 25 (51%) pts, including diarrhea , thrombocytopenia, nausea, and neutropenia/febrile neutropenia. No single grade 3+ toxicity occurred in more than 14% of pts. 46 pts recieved CRT: 7 pts (14%) had short-course, while 39 pts (80%) had long-course CRT. 39 pts underwent attempted surgery, with 34 pts resected. R0 resection was achieved in 30 pts (61% of evaluable pts, 88% of resected pts), with R1 resection in 4 pts. Overall mPFS was 17.5 months and mOS 31.4 months. Among resected pts, mPFS was 21.3 months and mOS was 33.0 months. Biomarker analysis showed superior OS in pts with lower plasma levels of HGF at baseline. Conclusions: FFX/losartan achieved a remarkably high (61%) R0 resection rate in LAPC pts. A multi-center randomized Phase II trial is planned. Clinical trial information: NCT01821729
A phase 1/2, open-label dose-escalation study of liposomal irinotecan (nal-IRI) plus 5- fluorouracil/leucovorin (5-FU/LV) and oxaliplatin (OX) in patients with previously untreated metastatic pancreatic cancer (mPAC).
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Abstract Disclosures
Abstract:

Background: nal-IRI+5-FU/LV is effective for patients with mPAC after disease progression following gemcitabine-based therapy. The current study (NCT02551991) is a phase 1/2, open-label trial to assess the safety, tolerability, and dose-limiting toxicities (DLT) of nal-IRI+5-FU/LV+OX (NAPOX) for the first-line treatment of patients with mPAC and to determine Phase 3 dosing. Methods: NAPOX is being evaluated in patients ≥18 yrs with previously untreated mPAC, with an ECOG performance status ≤1 and adequate organ function. Three of 4 dose-escalation cohorts of NAPOX, dosed on day 1 and 15, have been initiated. Safety and tolerability are the primary endpoints of this study, with assessment of exploratory efficacy signals. Results: As of 10 Nov 2017, 24 patients (Cohort A: n = 7; Cohort B: n = 7; Cohort C: n = 10) have received ≥1 dose of NAPOX (median age: 66.0 yrs, range: 44–78 yrs). Five patients reported ≥1 DLT (Cohort A: n = 2/7; Cohort B: n = 1/7; Cohort C: n = 2/10). The most frequent treatment-emergent adverse events (TEAEs) were gastrointestinal (GI) disorders (Cohort A: 71%; Cohort B: 71%; Cohort C: 60%). Grade 3 or 4 TEAEs were GI disorders (Cohort A; 43%; Cohort B: 14%; Cohort C: 50%) and neutropenia (Cohort A: 43%; Cohort B: 29%; Cohort C: 40%). The best overall response was partial response (PR) in 6/24 patients [25%] (Cohort B: n = 3/7; Cohort C: n = 3/10). In Cohort B (the lowest and most tolerable cohort), n = 5/7 patients reached disease control (PR or stable disease > 16 weeks), with n = 4/7 patients were treated for ≥24 weeks. Conclusions: Initial analysis suggests a well-tolerated dose and promising antitumor clinical activity of NAPOX. Dose escalation and expansion is ongoing. Clinical trial information: NCT02551991
	
	Dose



	Current Patients



	Grade 3/4 TEAEs




	Cohort
	nal-IRI (mg/m2)
	5-FU/LV (mg/m2)
	Oxaliplatin (mg/m2)
	Dosed (n)
	Ongoing (n)
	Neutropenia (n)
	Diarrhea (n)
	Vomiting (n)
	Nausea (n)

	A
	80
	2,400 / 400
	60
	7
	0
	3
	3
	1
	0

	B
	60
	2,400 / 400
	60
	7
	2
	2
	1
	0
	0

	C
	60
	2,400 / 400
	85
	10
	3
	4
	3
	3
	2

	D*
	65
	2,400 / 400
	70
	-
	-
	-
	-
	-
	-


* Cohort not yet initiated

Prospective trial of preoperative FOLFIRINOX in patients with resectable pancreatic ductal adenocarcinoma (PDAC): Report of early endpoints.
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Abstract Disclosures
Abstract:

Background: Chemotherapy and surgical resection improve survival in patients with PDAC. Neoadjuvant therapy (NAT) may allow better selection for resection and provides early treatment of micrometastases. We aimed to assess pathologic response, percent of patients who undergo resection, toxicity, perioperative mortality and survival after NAT in patients with resectable PDAC Methods: Patients with radiographically resectable PDAC were enrolled on this single-arm clinical trial. Patients received FOLFIRINOX (5FU bolus 400 mg/m2, leucovorin 400 mg/m2, 5FU infusion 2400 mg/m2, oxaliplatin 85 mg/m2, and irinotecan 180 mg/m2) on days 1 and 15 of every 28-day cycle. NAT with 2 cycles was followed by restaging imaging prior to surgical exploration and resection. Pathologic response was graded as G1: < 10%, G2: 10-90% and G3 > 90% viable tumor. This study was IRB approved Results: Between 6/2014-10/2017, 51 patients consented and 48 enrolled. Demographics: 30 male and 18 female; median age was 65 years (36-76) and race: 43 W, 3 AA, and 2 other. At the data cutoff (12/31/17), 3 patients have not yet had surgical evaluation. Of 45 patients, 36 have completed all planned preoperative chemotherapy. Thirty-five patients have undergone resection with the following features; R0 margin status: 88%, AJCC7 stage IB: 3%, IIA: 22% and IIB: 74%. Pathologic responses were G1: 6%, G2: 31% and G3: 63% without pathologic CR. Four patients (9%) progressed while on NAT, 3 (7%) were found to have metastatic disease during surgery, and none with local progression prohibiting surgical resection. Two patients died on study; one with complications related to NAT. 30-day postoperative mortality was not observed. Conclusions: NAT is feasible in patients with resectable PDAC and may select out patients with aggressive biology who would not benefit from resection. Pathologic responses were observed without pCR. Survival data are maturing. Clinical trial information: NCT02178709
Abstract 4108: Targeting advanced pancreatic cancer with activated t cells armed with anti-CD3 x anti-EGFR bispecific antibody.
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Abstract Disclosures
Abstract:

Background: Conventional chemotherapy (CT) for advanced pancreatic cancer (PC) is associated with dismal response rates and poor survival. Arming anti-CD3 activated T cells (ATC) with anti-CD3 x anti-EGFR bispecific antibody (EGFRBi) makes every ATC into a non-MHC-restricted EGFR-specific cytotoxic T lymphocyte. Engagement of CD3 on T cells and EGFR on PC cell lines leads to cytokine secretion, proliferation, cytotoxicity by ATC, and inhibition of tumor growth. Methods: We report on 9 LAPC and MPC patients (pts) (5 phase I and 4 phase I/II pts). In our phase I study at Karmanos Cancer Institute (KCI) on NCT0140874, EGFRBi-armed T cells (EGFR BATs) were used to target EGFR in 5 pts with unresectable or metastatic PC in a phase I dose escalation involving 3 weekly infusions of 10, 20, and 40 x 109 BATs per infusion followed by a booster infusion 3 months later for up to 80 x 109 BATs if they were stable or better. In a phase II study performed at KCI on NCT02620865 and continued at the University of Virginia (UVA) on NCT03269526, 4 pts received two infusions per week of 1010 EGFRBi BATs for 4 weeks for a total of 8 x 1010. Results: Following the BATs infusions in the phase I study at KCI, one pt was stable for 6.5 months and 2 pts who progressed after the infusions developed complete responses (CRs) to subsequent CT. Remarkably, pt IT20104 who was stable for 1 year on capecitabine had a “flare” or “pseudoprogression” after 3 BATs infusions, but subsequently achieved a CR to capecitabine and has been off therapy for 1 year (40.8 months after enrollment). The median overall survival (OS) in 5 pts was 31.0 months [13.6, 14.5, 31.0, 40.8 (CR) and 42.5 months after enrollment] with the median time to progression (TTP) of 7.0 months. In summary, 5 of 5 pts in the phase I survived > 1 year. In the phase II study, two pts have stable disease at 2.3 and 21.5 months, respectively. The median OS is 31.0 months for all 9 patients. Conclusions: While these patients are selected, these results are promising. Targeting PC with EGFR BATs may have improved OS in a small series of pts. The series provides evidence for anti-tumor activity of EGFR BATs, and, in addition, the BATs infusions may enhance tumor responses to subsequent CT. Clinical trial information: NCT01420874
Gemcitabine plus nab-paclitaxel until progression or given sequentially with 5-fluorouracile plus irinotecan (FOLFIRI.3) for first-line treatment of metastatic pancreatic ductal adenocarcinoma (mPDAC): A randomized phase II study (PRODIGE 37-FIRGEMAX).
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Abstract Disclosures
Abstract:

Background: Chemotherapy is effective in mPDAC but new approaches are still needed to improve patients (pts) survival and quality of life. We have previously published successful results of a sequential treatment strategy of gemcitabine followed by an intensified FOLFIRI regimen1 with good efficacy and tolerability results. In the present study, we tested the same sequence with the new gemcitabine + nab-paclitaxel (G+A) first-line standard therapy2. Methods: We randomized chemotherapy-naive pts with proven mPDAC, bilirubin levels ≤1.5 ULN and performance status (PS) 0-2 to receive in alternance G+A (MPACT regimen)2 (2 months [mo]) and FOLFIRI.3 (FIRGEM regimen)1 (2 mo; arm A), or G+A alone (arm B). The primary objective was to increase the 6-mo progression-free survival (PFS) rate from 40% (H0) to 60% (H1; binomial exact method; required 124 pts). Analyses were done in preplanned modified intent-to-treat (mITT, pts who received at least one dose of treatment) and per-protocol (PP, pts reaching the 2 mo treatment switch) populations. Results: Between Nov 2015 and Nov 2016, 127 pts were enrolled. Mean age was 64 years (range: 38-76), PS was 0/1/2 in 37/51/12%, no major imbalance for baseline characteristics was noted between arms. Main grade 3-4 toxicities per pt (%) were (arms A/B): diarrhea (13/2), nausea/vomiting (9/2), neutropenia (42/31), febrile neutropenia (2/0), skin toxicity (5/14), and peripheral neuropathy (13/20). No toxic deaths occurred. Best objective response rates (mITT) were A: 40% (95%CI, 28-54) and B: 25% (95%CI, 15-38). 6-mo PFS rates were A: 45% and B: 23% in mITT (n = 122; HR: 0.70; 95%CI, 0.48-1.03) and A: 60% and B: 30% in PP (n = 90; HR: 0.57; 95%CI, 0.36-0.90). Median OS (PP) was A: 15.8 and B: 12.4 mo (HR: 0.66. 95%CI, 0.37-1.16). Conclusions: The FIRGEMAX strategy with G+A followed by FOLFIRI.3 every 2 mo, appears to be feasible and effective, with manageable toxicities and decreased neurotoxicity, in patients with mPDAC able to reach > 2mo of treatment for their disease. 1-Trouilloud EJC 2014 2-Von Hoff NEJM 2013Clinical trial information: NCT02827201
[AM0010] Overall survival of PEGylated pegilodecakin with 5-FU/LV and oxaliplatin (FOLFOX) in metastatic pancreatic adenocarcinoma (PDAC).
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Abstract:

Background: The therapeutic options for 2nd line therapy PDAC remain unsatisfying with 5-FU/LV plus oxaliplatin or nal-irinotecan resulting in a mOS of 5-6 mo. PDAC has been largely refractory to immune-oncology approaches and CD8+ T cells are rare in most PDAC. AM0010 stimulates survival, expansion and cytotoxicity of intratumoral CD8+ T cells. Immune activation, durable stable disease and a 1yr survival of 22.5% was seen in salvage PDAC patients (pts) receiving AM0010 alone. AM0010 has synergistic anti-tumor activity with 5-FU/LV or oxaliplatin in preclinical models. Here we report on the safety, efficacy and overall survival of AM0010 + FOLFOX as 2nd and later line treatment in PDAC pts. Methods: PDAC pts progressing on a median of 2 prior therapies (range 1-5) were treated with AM0010 (5ug/kg SQ, qd) + FOLFOX (n = 21). The safety population (n = 25) included also 4 pts with prior oxaliplatin / 5-FU. Tumor responses were assessed with irRC. The survival population included all patients without prior platinum containing regimen. Biomarkers included the sequence analysis of blood derived T cells for T cell clonality. Results: AM0010 + FOLFOX, was generally well tolerated. G3/4 TrAEs included thrombocytopenia (56%), anemia (44%), neutropenia (36%) and fatigue (12%). Most cytopenias had a short duration and reaching retreatment criteria within 2-5 days after dose interruption. Dosing AM0010 for 5 days followed by a 2 days dose holiday has avoided G3/4 cytopenias. Grade1/2 but no higher grade neuropathy was observed in 16% of patients. Of 19 evaluable pts, 2 had an irCR, 1 had irPR with 100% reduction in tumor burden, ORR is 15.8%, DCR is 78.9%. With median follow-up of 23.4 months (range 18.9 - 28.9), mPFS was 2.6 mo, mOS was 10.2 mo, and 1-year and 2-year survival was 43% and 28.8%, respectively. The expansion of previously non-detected T cell clones correlated with OS > 8 months. Conclusions: AM0010 in combination with FOLFOX is well tolerated in patients with metastatic PDAC, and has a reduced incidence of FOLFOX related neuropathy. Immune activation and overall survival are encouraging in this advanced PDAC population. This regimen is currently being studied in a phase 3 trial. Clinical trial information: NCT02009449
Abstract 4109: Sequential treatment with Nab-paclitaxel plus Gemcitabine and Folfirinox in metastatic pancreatic adenocarcinoma: GABRINOX phase II results.
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Abstract:

Background: Folfirinox (FFX) and Nab-paclitaxel/Gemcitabine (AG) showed significant efficacy improvement compared to Gemcitabine alone in metastatic pancreatic cancer (mPC). Alternating AG and FFX may overcome resistance and delay tumor progression. We designed a multicenter phase I-II trial to evaluate a sequential treatment with AG followed by FFX in 1st-line. Phase I established the recommended doses and confirmed the feasibility in a 12-patient expansion cohort (Assenat et al, ESMO 2016). Phase II assessed the efficacy of the recommended doses. Methods: During phase II, AG and FFX were administered sequentially, each AG cycle followed by 2 FFX cycles. All chemotherapeutic agents were administered according to standard practice. The primary endpoint was the objective response rate (ORR). Results: 58 patients were included in 3 centers, between 2014 and 2016. Patients were 50% male, median age 60 years (34-72), ECOG PS 0 (37.9%) or 1 (62.1%). A median of 4 (1-9) cycles were administered, during 34.2 weeks (2.1-79.4). Neurotoxicity rate was low (gr3: 5.2%). Main grade 3/4 toxicities were thrombosis (17.2%/0%), thombopenia (31%/1.7%), neutropenia (34.5%/22.4%), febrile neutropenia (1.7%/1.7%), nausea (17.2%/0%), diarrhea (25.9%/1.7%), weight loss (1.7%/0%) and asthenia (31%/0%). No toxic death was reported. Efficacy analysis included 57 patients. Response was complete in 3.5% [2] patients; partial in 59.7%; disease was stable in 21% patients, progressive in 15.8%. The primary objective was met with an ORR of 63.2% (95% CI: 49.3-75.5). After a median follow-up of 18.6 months (95% CI: 14.5-25.6), the median progression-free and overall survival were 9.6 months (95% CI: 6.0-12.3) and 17.8 (95% CI: 11.7-21.3) months. Conclusions: This phase II study confirmed the phase I data with an acceptable toxicity and a high response rate for this alternating AG and FFX treatment. Survival results are promising and justify considering further randomized trials in these setting. Clinical trial information: NCT01964287
	Time (months)
	PFS rate (%)
	95% CI
	OS rate (%)
	95% CI

	9
	51.6
	[37.8-63.8]
	70.3
	[56.6-80.4]

	12
	41.2
	[27.3-54.7]
	61.5
	[47.6-72.7]

	15 (PFS) / 18 (OS)
	29.2
	[16.2-43.4]
	47.9
	[33.3-61.0]


Survival analyses: n = 58

Abstract 4015: Phase 2 trial of the IDO pathway inhibitor indoximod plus gemcitabine / nab-paclitaxel for the treatment of patients with metastatic pancreas cancer.
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Abstract:

Background: The indoleamine 2,3-dioxygenase (IDO) pathway is a key counter-regulatory mechanism that is exploited by tumors to prevent and evade anti-tumor immunity. Inhibitors of the IDO pathway, such as indoximod, are an increasingly validated class of potential cancer therapeutics. The combination of gemcitabine (G) and nab-paclitaxel (N) is a current SOC for metastatic pancreas cancer (MPC). Pre-clinical models have demonstrated synergy between indoximod and chemotherapy. Methods: Single arm study with indoximod (1200mg BID continuous) plus G / N (1000mg/m2 / 125mg/m2 q week x3 per 4-week cycle). Patients had treatment naïve MPC or 1st line therapy after previous resection and adjuvant therapy. Treatment continued until disease progression or toxicity. Primary endpoint was an improvement in median overall survival (mOS) from a historical 8.5 months for G / N to 12.1 months (hazard ratio (HR) of 0.70). Secondary endpoints included overall response rate (ORR) by site review RECIST 1.1. An expansion cohort enrolled patients undergoing pre and on-treatment (end Cycle 2) tumor biopsies. Results: A total of 135 patients initiated treatment in Phase 2 including 36 in the biopsy group. 104 were efficacy evaluable (EE) per the pre-specified definition of completing one cycle of therapy with one on-treatment imaging study. The ORR in the EE was 46.2% (48/104) with 1% CR (1/104) and 45.2% PR (47/104). The mOS in the EE was 10.9 months. Combination was generally well tolerated with fatigue, nausea, and anemia being the most commonly observed adverse events. Immunologic data by immunohistochemistry from biopsy samples (n = 11) indicate responders have increased intra-tumoral CD8 density after 2 cycles of therapy compared to non-responders (p = 0.030). Conclusions: EE patients had a mOS of 10.9 months and ORR of 46.2%; responding patients had an increased intra-tumoral CD8 density. The study did not meet the pre-specified primary goal of a 30% reduction in HR. However, the combination demonstrated activity with a promising ORR and immunologic correlation with response. These data support the continued development of combination indoximod immuno-chemotherapy for MPC. Clinical trial information: NCT02077881
Abstract 4016: Effect of anti-CTGF human recombinant monoclonal antibody pamrevlumab on resectability and resection rate when combined with gemcitabine/nab-paclitaxel in phase 1/2 clinical study for the treatment of locally advanced pancreatic cancer patients.
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Abstract:

Background: Pancreatic ductal adenocarcinomas exhibit high degree of desmoplasia with extensive connective tissue growth factor (CTGF) expression and extracellular matrix production. CTGF overexpression is associated with aberrant fibrous tissue in mouse model, in which progression of tissue adhesion was inhibited by pamrevlumab. We hypothesize that pamrevlumab, an anti-CTGF antibody, may influence resectability of locally advanced pancreatic cancer (LAPC) by inhibiting effects of CTGF. Methods: Pamrevlumab + gemcitabine/Nab-paclitaxel (G/N) (Arm A) vs G/N (Arm B) was given to treatment-naïve LAPC patients to improve resection rate and overall survival (OS). Patients (N = 37) were randomized 2:1 in Arm A vs Arm B. Patients who completed 6 cycles of treatment underwent resectability assessment per protocol criteria (NCCN, CA 19-9, PET, RECIST) and, if found eligible, underwent resection. No adjuvant therapy was given; second line therapy was administered per investigator discretion. Results: In the ITT population, a higher percentage of patients discontinued treatment in Arm B (46.2%) vs Arm A (25%), mainly due to disease progression or adverse events. More patients normalized PET in Arm A (35%) vs Arm B (23%). Thirty percent of patients overall had best objective RECIST response (CR + PR). More patients were eligible for surgery and were resected in Arm A vs Arm B; 70.8% vs 15.4% and 33.3% vs 7.7%, respectively. Improvement in OS was noted in patients eligible for surgery vs not (27.73 vs 18.40 months, p-value = 0.0766) and in patients resected vs not (NE vs 18.56 months, p-value = 0.0141). Progression-free survival showed similar trend (16.39 vs 10.09 months, p-value = 0.1049) and (16.39 vs 10.38 months, p-value = 0.3778), respectively. No increase in serious adverse events or delay in wound healing post-surgery was observed in Arm A vs. Arm B. Conclusions: These findings indicate that pamrevlumab may be a valuable addition to neoadjuvant therapy in LAPC without added toxicity. These results warrant a follow-on study in a larger patient population. Clinical trial information: NCT02210559
Prognosis of resectable pancreatic cancer based on systemic therapy sequence and regimen: An NCDB analysis.
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Abstract:

Background: While surgical resection can cure pancreatic cancer (PC), the majority of patients who undergo resection recur. As newer multi-agent chemotherapy regimens have evolved for metastatic PC, there has been increased interest in its use in the neoadjuvant (NAT) setting. However, U.S. clinical practice patterns vary widely. We evaluated the effect of systemic therapy sequence and regimen on prognosis in resected PC. Methods: Adult patients with resected, clinical stage I or II PC were identified in the NCDB from 2010-2015. Patients who received NAT followed by resection were matched by a minimum distance approach with those who underwent upfront resection (UR) with or without adjuvant therapy (AT) based upon demographics and disease-specific variables. OS was compared with Kaplan-Meier curves in matched cohorts. The effects of single-agent (SA) versus multi-agent (MA) chemotherapy (CT) on OS was evaluated using multivariate Cox proportional hazards regression model. Results: We identified 23,576 patients with clinical stage I or II resected PC. 3,446 patients who received NAT were matched with 3,446 patients who underwent UR. Those who received NAT had improved OS compared to those who underwent UR with or without AT (median survival time [MST] 27.9 versus 23.3 months, respectively; log-rank p < 0.0001). Among different treatment sequences, patients who received both NAT and AT had the longest OS compared to those who received either NAT or AT alone (MST 31.3 versus 26.2 versus 26.5 months, respectively; log-rank p < 0.0001). In patients treated with NAT alone, those who received MA CT had an improved OS compared to those who received SA CT (adjusted HR 0.72, 95% CI 0.64-0.81). In patients who received MA chemotherapy, MA NAT was associated with an 18% reduction in risk of death compared to those treated with MA AT (adjusted HR 0.82, 95% CI 0.73-0.93). Conclusions: In resectable PC, patients who received both NAT and AT had improved survival compared to those who receive NAT or AT alone. This supports future evaluation of maintenance therapy in the adjuvant setting. MA NAT was associated with improved survival compared to SA NAT. This supports current clinical practice and ongoing clinical trials.

A phase II trial of neoadjuvant gemcitabine/nab-paclitaxel and SBRT for potentially resectable pancreas cancer: An evaluation of acute toxicity.
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Abstract:

Background: The optimal management of potentially resectable pancreas cancer is unknown. The high rates of local and distant failures following surgical resection highlights the need for improvement in both local and systemic therapies. The combination of newer systemic therapies with ablative radiotherapy could be better tolerated and associated with improved treatment outcomes. Methods: Patients with newly diagnosed, previously untreated, non-metastatic pancreatic cancer who were candidates for resection were prospectively enrolled in this single arm study. Patients received a neoadjuvant regimen of 2 cycles of gemcitabine (1000mg/m2)/nab-paclitaxel (125mg/m2) and SBRT (25Gy in 5 fractions). After neoadjuvant treatment patients were restaged and considered for resection. The primary study endpoint was acute toxicity as assessed by CTCAE V 4.0. The primary study hypothesis was that this neoadjuvant regimen would result in Grade 3+ non-hematologic acute toxicity of < 50% (as per RTOG 97-04). Results: Twenty-five patients were accrued to this study. 28% had resectable and 72% had borderline resectable disease (per NCCN criteria). 96% of patients received both cycles of systemic therapy and all 25 patients went on to SBRT and completed the planned radiotherapy course. The rate of acute non-hematologic Grade 3+ toxicity with the neoadjuvant regimen was 20% (5/25). The rate of overall Grade 3+ toxicity with neoadjuvant gemcitabine/nab-paclitaxel was 52% and Grade 3+ non-hematologic toxicity was 17%; exact 80% CI of (8%, 32%). No Grade 3+ acute toxicity was seen with neoadjuvant SBRT and 28% experienced Grade 2 toxicity. 17/25 (68%) patients went on to surgical resection and 93% achieved an R0 resection. Actuarial local control is 77% and medial overall survival is 24 months. Conclusions: A neoadjuvant approach of gemcitabine and nab-paclitaxel followed by SBRT in patients with potentially resectable pancreatic cancer was well tolerated. Given robust patient accrual, the initial enrollment was expanded to 40 patients and accrual is ongoing. Prospective evaluation of this treatment regimen in a randomized fashion is warranted. Clinical trial information: NCT02318095
Quantitative multiplex immune fluorescence to reveal the impact of chemoradiation therapy on modulation of the immune micro-environment of pancreatic ductal adenocarcinoma.
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Abstract:

Background: Patients with advanced pancreatic ductal adenocarcinoma (PDA) continue to have median survival under one year and to date immunotherapy has largely been unsuccessful. Radiation or chemoradiation can cause the release of tumor antigens and pro-inflammatory cytokines leading to stimulation of anti-tumor immunity. We sought to quantify this effect by comparing immune cell infiltrations of PDAs treated with chemoradiation or not treated prior to surgical resection. Methods: Slides obtained from surgical specimens were stained using opal fluorophores for CD3, CD8, CD4, FOXP3, CD68, Ki-67, and DAPI for nuclear staining. This method allowed simultaneous evaluation of different markers using quantitative multiplex immunofluorescence (qmIF). Images were taken with automated imaging system VECTRA and analyzed for cell densities in tumor and stromal compartments. We included 20 patients who underwent chemoradiation and 12 patients without neoadjuvant treatment. Results: When comparing treated vs. non-treated tumors, total CD3+ densities were significantly higher in stromal tissue of treated tumors (P = 0.0002). There was also a significant increase in CD3+CD8+ T cell densities (P = 0.0006) and CD3+CD4+FOXP3- T cell densities (P = 0.0037) in the stromal tissue of treated tumors. Conversely, CD4+FOXP3+ T cells were significantly increased in the tumor microenvironment (TME) of non-treated tumors when compared to treated tumors (P = 0.0003). No clear differences in infiltrating CD68+ macrophages were observed between the groups. Conclusions: To our knowledge this is the first time that immune cell infiltrates of PDA either treated with neoadjuvant chemoradiation or not treated were compared using qmIF. The higher counts of T helper cells and cytotoxic T cells found in treated tumors can be explained by the increased immunogenicity caused by chemoradiation-therapy. The higher densities of CD4+FOXP3+ cells in non-treated tumors likely reflect the immunosuppressive TME. We will try to identify biomarkers predictive of outcome and, hopefully, our findings will provide rationale for the development of new treatment strategies.

Safety, efficacy and pharmacodynamics (PD) of MEDI9447 (oleclumab) alone or in combination with durvalumab in advanced colorectal cancer (CRC) or pancreatic cancer (panc).
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Abstract:

Background: Oleclumab is a human mAb that binds to CD73 and inhibits production of immunosuppressive adenosine. This is a first-in-human study to investigate the safety, efficacy, and pharmacodynamics of oleclumab alone or in combination with durvalumab in patients (pts) with advanced panc or MSS-CRC. Methods: A 3+3 dose-escalation design was followed in which pts received one of 4 escalating doses of oleclumab IV with or without durvalumab 10 mg/kg IV Q2W until disease progression, followed by study expansion with high dose of oleclumab plus durvalumab 10 mg/kg Q2W. AEs and tumor response (RECIST v1.1) were assessed. Free soluble CD73 and cell surface CD73 on lymphocytes were measured by ELISA and flow cytometry, respectively. Tumoral CD73 was centrally assessed by an in situ enzyme assay and IHC. Results: The initial dose-escalation and PD exploration enrolled 42 monotherapy and 24 combination pts with no reported DLTs. The minimum target serum concentration was exceeded at the top 2 doses. Sustained decrease in free soluble CD73 and CD73 on peripheral T cells was demonstrated across all doses and pts. Decreased CD73 enzymatic activity was observed in all evaluable frozen tumor biopsy samples (n = 4) 20 days after treatment with the top 2 doses of oleclumab. Treatment with oleclumab alone decreased tumoral CD73 expression (5/9) while increasing CD8+ TILs in all 5 samples. Subsequently, durva + oleclumab highest dose was selected for expansion in 2-5L CRC (21 pts) and 2-3L panc (20 pts). The most commonly reported TRAEs in combo expansion were diarrhea (8.7%), pyrexia (8.7%), fatigue (6.5%), and increases in ALT (6.5%), AST (6.5%), and ALP (6.5%). PR was observed for 1/21 CRC (5L) and 2/20 panc (2 and 3L) pts; SD was observed in 2/21 CRC and 3/20 panc pts. Duration of treatment for subjects with disease control was 84-322 days (CRC) and 28-232 days (panc). Treatment is ongoing for 1 CRC (322 days) and 2 panc pts (140 and 182 days). Conclusions: Treatment with oleclumab and durvalumab had a manageable safety profile and PD consistent with mechanism of action. Combination therapy has encouraging clinical activity in panc and potentially in CRC pts. Clinical trial information: 02503774.

Final results from a phase II study of 5-fluorouracil, oxaliplatin, and dasatinib (FOLFOX-D) in previously untreated metastatic pancreatic adenocarcinoma.
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Abstract:

Background: Systemic chemotherapy for pancreatic adenocarcinoma (PCa) improves survival but most targeted agents have consistently failed to demonstrate clinical benefits. Src is overexpressed in PCa and promotes an aggressive cancer phenotype. Dasatinib (D) is an oral multi-tyrosine kinase inhibitor (TKI) affecting tumor proliferation through inhibition of Src, Bcr-Abl, CKit and other pathways. Inhibition of Src is associated with biologic modifications favorably modifying the PCa phenotype and has synergy with restoring inherent chemosensitivity. Src inhibition can also increase oxaliplatin activity and modulate Tcell responses. The addition of D to the well-established backbone of FOLFOX represents a multifaceted line of scientific investigation. Methods: This phase II trial is to determine activity and toxicity of FOLFOX + D in previously untreated metastatic PCa. Pts must have at least 1 RECIST measurable target lesion, ECOG PS 0-2, normal QTc and adequate organ function. Treatment is standard q14d cycles of mFOLFOX6 with continuous D (150mg PO daily). Tumor assessments occur q8w. Endpoints are PFS (primary), objective and biochemical response rates, clinical benefit rate, freedom from metastases, overall survival (OS), toxicity, and quality of life. Exploratory tissue, CTC and serum analyses to identify predictors of response are planned. Sample size is based on a 50% improved median PFS from 4 (historical) to 6 mo. Results: 42 of 44 enrolled pts are evaluable. Baseline demographics are in Table 1. Median PFS was 4.0 mo (95% CI 2.3-8.5; range 0.1-43.3) and OS was 10.6 mo (95% CI 6.9-12.7; range 0.1-47.9). RR was 24% with clinical benefit rate (CR + PR + SD) of 60%. 10 pts (24%) were on active therapy more than a year with a few long term exceptional responders. Toxicity has been previously reported. Molecular profiling of Src expression and circulating biomarkers is ongoing. Conclusion: Addition of D to FOLFOX failed to significantly improve PFS in an unselected cohort of PCa pts. Toxicity was manageable. Analysis of Src expression in exceptional responders is ongoing. Clinical trial information: NCT01652976
	Baseline patient demographics.

	Variable
	Median value (%)

	Age
	65 (range 29-81)

	Race
	Caucasian n = 37 (88)

	Gender
	Male n = 28 (67)

	Prior adjuvant therapy
	7 (17); gemcitabine-based

	History of diabetes
	11 (26)

	Current or Former smoker
	20 (48)

	Serum CA19-9
	3011 (range 1- > 10000) U/mL

	ECOG PS
	0 (n = 22); 1 (n = 17); 2 (n = 3)


Abstract 4128: DNA repair deficiency, genomic instability and immune profiling in a phase 1 study of locally advanced pancreatic cancer patients treated with veliparib, gemcitabine and radiotherapy.
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Abstract:

Background: A phase I trial of veliparib (V), gemcitabine (G) and radiotherapy (RT) was conducted to determine the maximum tolerated dose (MTD) and clinical activity in patients with and without DNA damage repair (DDR) defects. Methods: LA patients were treated with weekly G (1000 mg/m2), daily RT (36 Gy/15 fractions) and daily V 20 mg BID for 3 weeks escalated per Bayesian method followed by standard chemotherapy. DAVID was used to interpret differential gene expression. Cox regression model was used to identify DDR pathways associated with survival. Next generation sequencing (NGS) identified genetic mutations involved in DDR, tumor mutation burden (TMB) and microsatellite instability (MSI) status. Blood samples were interrogated for PAR protein and cytokines using an ELISA and electrochemiluminescent array, respectively. The log-rank test was used to evaluate differences in PFS and OS. Results: 34 patients were enrolled from 2013 to 2016. MTD of veliparib was 40 mg BID with gemcitabine 400 mg/m2 and RT (36 Gy/15). 12 patients experienced DLT (83.3% lymphopenia, 8.3% neutropenia). Median PFS and OS were 10 and 15 months, respectively. Gene expression analysis identified DDR defects in 50% of patients. Median PFS and OS were significantly higher for these biomarker positive patients (17 vs. 8 mos, p < .01; 22 vs. 12 mos, p < .001, respectively). NGS identified 10 DDR mutations which were not prognostic of outcome. median TMB was 1.8 mut/Mb. A single MSI high patient was identified who was also TMB high ( > 20 mut/MB) and harbored DDR deficiency by NGS. Lower PAR levels were associated with borderline statistically significant improvements in both PFS and OS (p < .06). Higher levels of IL2 and IL12 and lower levels of FLT1 were associated with improved PFS and OS (p < .05). Conclusions: The combination of V, G and RT was well tolerated. DDR alterations were identified in a large proportion of patients and were associated with improved PFS and OS. Whereas most patients were MSS and had low TMB, those with higher levels of pro-inflammatory cytokines were likely to harbor DDR alterations which were associated with improved outcomes. Clinical trial information: https://clinicaltrials.gov/show/NCT01908478
A phase II study of neodjuvant chemoimmunotherapy followed by stereotactic radiotherapy/nelfinavir in patients with locally advanced CA125 expressing pancreatic adenocarcinoma.

http://abstracts.asco.org/214/AbstView_214_216079.html 

Sub-category: Pancreatic Cancer
Category: Gastrointestinal (Noncolorectal) Cancer

Meeting: 2018 ASCO Annual Meeting
Abstract No: e16202

Citation: J Clin Oncol 36, 2018 (suppl; abstr e16202)

Author(s): Chi Lin, Quan P. Ly, Lyudmyla Derby Berim, James K. Schwarz, Madi Madiyalakan, Christopher F. Nicodemus, Michael A. Hollingsworth, Jane L Meza, Chandrakanth Are, James Padussis, Jean L. Grem; Univ of Nebraska Medcl, Omaha, NE; The University of Nebraska Medical Center, Omaha, NE; Univ of Nebraska, Omaha, NE; University of Nebraska Medical Center, Omaha, NE; OncoQuest, Inc., Edmonton, AB, Canada; AIT Strategies, Charlestown, MA; Eppley Cancer Institute, University of Nebraska, Omaha, NE; Nebraska Medicine/UNMC, Omaha, NE, US

Abstract Disclosures
Abstract:

Background: CA-125, a tumor marker expressed in > 50% pancreatic adenocarcinoma (PAC), was targeted with oregovomab (O), a monoclonal antibody currently in development as chemoimmunotherapy (CIT) for ovarian cancer. The objectives of this trial were to evaluate the safety, activity, & induction of cellular immune response of neoadjuvant & adjuvant CIT & stereotactic radiotherapy (SBRT) with nelfinavir (NFV) in patients with locally advanced PAC. Methods: CIT consisted of 7 3-week cycles of gemcitabine (GEM) 750 mg/m² (females) or 900 mg/m² (males), leucovorin (LV) 50 mg/m², Fluorouracil (FU) 2700 mg/m²/24 h on days 1 & 8, & O (2 mg) on day 15 (If CA125 ≥ 10). SBRT 40 Gy in 5 fractions with NFV (1250 mg BID) was given after 3 cycles of CIT. Surgery was performed after 4 cycles of CIT for resectable disease. Three more cycles of CIT were given adjuvantly or post-SBRT for unresectable disease. Results: The trial was closed prematurely due to the replacement of GEM/LV/FU by FOLFIRINOX & GEM/abraxane as standard of care for PAC. Eleven patients (2 females) were enrolled; 9/11 had O (1 had CA125 < 10, 1 died unexpectedly on day 2 of study); 10 got SBRT; 4 had a resection; 5 had 7 cycles of CIT (4 neoadjuvant & 3 adjuvant); 6/11 had ≥ grade 3 drug-related adverse events (AEs) using CTCAE v3. The most common AEs were marrow toxicity (low ANC 91%, low WBC 82%, low lymphocyte 45%, low platelet 36%, anemia 27%), liver function abnormalities (27%) and acidosis (18%). Median follow up was 17 months (M); 7 had disease progression (liver, 5, peritoneum, 1, retroperitoneal, 1); median time to progression 6.9 M (4-12); median survival 13 M (7-31); & 2 year survival 28%. Among those who got 7 cycles of CIT & SBRT, 2 developed CA125-specific interferon-gamma+ CD8 T cells, as detected by enzyme-linked immunoSpot, and survived 28+ & 31M. Conclusions: Antibody-based targeting of patient-specific CA125 in the context of CIT induced specific CD8 T-cell (Interferon-γ+) immunity in select PAC patients. CIT SBRT is a feasible approach to induce immune responses to patient specific neo-antigen; however, activity should be reassessed using current frontline chemotherapy regimens. Clinical trial information: NCT01959672
Abstract e16207: Neoadjuvant FOLFIRINOX in patients with (borderline) resectable pancreatic cancer: A systematic review and patient-level meta-analysis.
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Abstract:

Background: FOLFIRINOX is the standard treatment of patients with metastatic pancreatic cancer. Its effectiveness in the neoadjuvant setting in patients with (borderline) resectable pancreatic cancer ((B)RPC) remains debated. We performed a systematic review and patient-level meta-analysis on neoadjuvant FOLFIRINOX in patients with (B)RPC. Methods: Studies with (B)RPC patients who received FOLFIRINOX as first-line neoadjuvant treatment were included. Primary endpoint was overall survival (OS). Secondary endpoints were progression free survival (PFS), resection percentage, R0 resection percentage, and grade 3-4 adverse events. OS and PFS were calculated from treatment initiation. Authors of included papers were contacted to provide patient-level data. Results: We included 23 studies (9 prospective, 14 retrospective), comprising 779 patients with pancreatic cancer who were treated with FOLFIRINOX, whereof 304 (39.0%) patients had (B)RPC. The median number of chemotherapy cycles was 4.5 (range 2-13). The median OS varied between studies from 11.0 to 25.9 months, the median PFS varied from 5.7 to 16.8 months. Neutropenia (29.1%) and nausea/vomiting (19.8%) were the most common reported grade 3-4 adverse events. No reported deaths were attributed to FOLFIRINOX. The resection percentage after neoadjuvant FOLFIRINOX was 78.4%, with a R0 resection percentage of 87.5%. In a patient-level analysis of 258 patients (19 studies), the median OS was 24.1 months (95% confidence interval: 19.8 – 28.4) after a median follow-up of 21.8 months. Data on progression was available for 241 patients, of whom 153 patients (63.5%) showed progression, with a median PFS of 18.1 months (95% confidence interval: 15.1 – 21.0). Conclusions: Neoadjuvant FOLFIRINOX can be safely given to patients with (borderline) resectable pancreatic cancer, and results in a median overall survival of 24.1 months. These promising results need to be validated in a randomized study.

A real-world multicenter analysis of first (1L) and second line (2L) treatment of advanced pancreatic adenocarcinoma (APC).
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Abstract:

Background: FOLFIRINOX (FFX), gemcitabine/nab-paclitaxel (GN) and gemcitabine (GEM) are 3 available treatments for locally advanced (LAPC) and metastatic (MPC) pancreatic cancer. Without a head-to-head trial, optimal 1L and 2L treatments and their impact on outcomes in the real world remain unclear. Methods: Pooled data from multiple cancer centers across provinces in Canada were analyzed. LAPC and MPC patients (pts) diagnosed from 2014 to 2016 who received at least 1 cycle of systemic therapy were included. Analyses were conducted to characterize 1L and 2L treatment sequences and predictive factors. We also assessed the relationship with overall survival (OS). Results: We identified 302 pts: median age 63 (IQR 56-69), 163 (54%) men, 127 (42%) ECOG ≥ 2, and 221 (73%) MPC. In the 1L setting, 48%, 38% and 14% of pts received FFX, GN and GEM, respectively. FFX was more likely used in younger pts (54% in age < 65 vs. 41% in age ≥ 65, p = 0.04) and those with favorable ECOG (63% in ECOG 0 vs. 13% in ECOG ≥ 2, p < 0.01). Over time, there was increased preference for GN (21% in 2014 vs. 63% in 2016, p < 0.01) and decreased FFX use (66% in 2014 vs. 27% in 2016, p < 0.01). Gender, tumor location and LAPC vs. MPC status did not influence 1L selection (all p > 0.05). Among the 107 (35%) pts who proceeded to 2L, 66%, 25% and 8% received 1L FFX, GN and GEM, respectively. The preferred treatment sequences were FFX to GN (51/107; 48%), FFX to GEM (16/107; 15%), GN to fluoropyrimidine (9/107; 8%) and GN to oxaliplatin-based therapy (7/107; 7%). The receipt of any 2L therapy was associated with higher mOS (14 vs. 7 months, p < 0.01). Similar OS was observed between those who received 2L therapy after 1L FFX vs. after 1L GN (15 vs. 11 months, p = 0.43), and both conferred a survival advantage over 2L therapy after 1L GEM (15 vs. 7 months, p < 0.01 and 11 vs. 7 months, p = 0.02). Adjusting for confounders, 1L FFX and 1L GN followed by 2L therapy were associated with improved OS (HR 0.42, 95% CI 0.24-0.74, p < 0.01 and HR 0.49, 95% CI 0.36-0.68, p < 0.01). Conclusions: In this multicenter study, more than one-third of pts received 2L treatment for APC. Both 1L FFX and 1L GN treatment followed by 2L non-cross-resistant combinations can be considered as they showed similar survival.

Survival of patients with pancreatic cancer II-IV stages depending on the stage, regimen used in the first line.
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Abstract:

Background: The purpose of the study was to analyze the survival of patients with pancreatic cancer II-IV stages depending on the regimen used in the first line. Methods: The data of adults treated in 2013-2017 were studied. OS was calculated using the Kaplan Meier method and the log-rank test. Results: 133 pts were recruited: stage IIA – 26 (19.6%), IIB – 32 (24.1%), III – 29 (21.8%), IV – 46 (34.6%). The median survival was 7 mon (95% CI 1-11.8). The 36-month cumulative survival rate (CSR) was 0.2, and the 60-mon CSR – 0. Probability of surviving past 22 mon was 0.22, the standard error 0.09; past 12 mon – 0.45, the standard error 0.08. OS was associated with surgical treatment: 20-mon CSR with surgery – 0.25, without surgery – 0.4; 36-mon CSR – 0.25 and 0, respectively (p = 0.017). The median survival – 7 mon (95% CI 6.4-12.4) and 6 mon (95% CI 6.5-13.7), respectively. The median survival in st IIA was 6 mon (95% CI 4.2-12.3), IIB – 8 mon (95% CI 5.5-18.9), III – 6.5 mon (95% CI 4.1-14.8), IV - 6 mon (95% CI 4.7-13.7). 20-mon CSR in st IIA was 0.75, IIB – 0.4, III – 0.43, IV – 0.15 (p = 0.05). OS depended on the first-line therapy: 20-mon CSR in GEM/GEMCAP – 0.35 (median survival 6.5 mon, 95% CI 6.3-11.1), GEMOX – 0.28 (median survival 9 mon, 95% CI 6.2-16.8), FOLFOX/OXCAP/Capecitabin – 0.18 (median survival 3.5 mon, 95% CI 9.9-33.6), FOLFIRI/FOLFIRINOX – 0.36 (median survival 8 mon, 85% CI 8.5-33.2) (p = 0.01). Conclusions: The highest OS was registered in undergone surgery pts, pts with IIA stage of the disease and in pts with GEM/GEMCAP or FOLFIRI/FOLFIRINOX as the first-line therapy.

Independent prognostic value of inflammation in metastatic pancreatic cancer.
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Abstract:

Background: The aim of this study is to investigate whether Prognostic Nutritional Index (PNI), which is an inflammation based prognostic index, is associated with survival in metastatic pancreatic cancer patients. Methods: A total of 221 metastatic pancreatic adenocarcinoma patients were recruited between 01/ 2010 and 01/ 2013. PNI was calculated as (10 x serum albumin [g/dL]) + (0.005 x peripheral lymphocyte count [per mm3]). Independent prognosticators were tested on Cox regression analysis. Results: Median age was 61(31-85) with male predominance (2,4/1). Median OS was 6.3 months (%95 CI 4.9-7.6). PNI was not associated with gender, age, weight loss and the localization of metastasis and the number of metastatic sites. Kaplan-Meier analyses revealed that patients low PNI ( < 50) is correlated with shorter OS (5.4 vs 9.7 months, log-rank = 9.47, p = 0.002). Weight loss, the choice of first line regimen, higher than normal CEA and Ca 19-9 levels were not to be found to be significant. However, ECOG performance status at diagnosis (HR:0.5. 95%CI:0.36-0.72, p < 0.001) and PNI score (HR:0.66. 95%CI:0.47-0.93, p = 0.01) were found to be significantly prognostic. Of note, the prognostic significance remained after stratification according to ECOG PS, first line chemotherapy choice, weight loss and localization of metastasis (p < 0.05). Conclusions: According to the results of this analysis, the determination of PNI score is independently prognostic for metastatic pancreatic cancer. The importance might be related to its inflammatory prognostic value rather than being a nutritional index which remains to be elucidated by further studies.

	The clinicopathologic characteristic of patient population n = 221

	Primary Metastatic sites (n)
	

	Liver
	166

	Peritoneum
	32

	Lymph Nodes
	49

	Soft Tissue
	4

	Lung
	42

	CEA (median, range)
	6,1 (0.4-2627.1)

	CA 19-9 (median, range)
	543.1 (0.3-53519.1)

	Tumor Location (n/%)
	

	Head
	97 / 43.9

	Body
	56 / 25.3

	Tail
	27 / 11.8

	Weight loss at diagnosis ( > 10%)
	

	Yes n (%)
	121 (42.4)

	No n (%)
	89 (57.6)

	ECOG PS
	

	0-1 (%)
	151 (78.4)

	> 2 (%)
	69 (31.3)

	First line palliative chemotherapy choice of regimen (n/%)
	

	Gemcitabine/Cisplatin
	113 / 51.1

	Gemcitabine only
	75 / 33.9

	Folfirinox
	19 / 8.6

	Folfox/xelox
	1 / 0.5

	Nab-paclitaxel
	9 / 4.1

	Capecitabine
	4 / 1.8


Abstract e16213: Impact of neoadiuvant treatment (NAT) in pancreatic adenocarcinoma (PDAC): Retrospective observational study in Pancreatic Cancer Registry of Reggio Emilia Province (REPCR).

http://abstracts.asco.org/214/AbstView_214_219771.html 

Sub-category: Pancreatic Cancer
Category: Gastrointestinal (Noncolorectal) Cancer

Meeting: 2018 ASCO Annual Meeting
Abstract No: e16213

Citation: J Clin Oncol 36, 2018 (suppl; abstr e16213)

Author(s): Licia Baldi, Michele Panebianco, Tiziana Cassetti, Annalisa Berselli, Romano Sassatelli, Carmine Pinto; Medical Oncology Unit, Clinical Cancer Center, IRCCS-Arcispedale Santa Maria Nuova, USL Reggio Emilia, Reggio Emilia, Italy; Gastroenterology and Endoscopy Department, IRCCS-Arcispedale S. Maria Nuova, Reggio Emilia, Italy; Medical Oncology Unit, Clinical Cancer Center, AUSL-IRCCS Reggio Emilia, Reggio Emilia, Italy
Abstract Disclosures
Abstract:

Background: Optimal treatment strategies of locally advanced PADC and clinical impact on Overall Survival (OS) demand greater knowledge of factors influencing their outcomes. Neoadjuvant chemotherapy (NAC) may increase the proportion of patients undergoing surgical resection but there are no univocal data on predictive response factors. Methods: Patients diagnosed with locally advanced PDAC from 2008 to 2016 were retrieved by REPCR. The patients’ variables (sex, age), clinical tumour characteristics (stage, grade, subsite, CA 19.9), treatment (palliation of jaundice, chemotherapy, radiotherapy, surgery) were collected from clinical files and REPCR data. Descriptive statistics were used for all qualitative data. Time to Progression (TTP) and OS were analysed via Kaplan-Meyer curves and median with corresponding 95% CI. Results: A total of 47 patients were treated with NAC, 26 (55%) females and 21 (45%) males, median age 66.2 years (39-84). Stage at diagnosis was II in 26 (55%) and III in 21 (45%). 29 (62%) PDACs occur in the pancreatic head and 25 (53%) patients underwent endoscopic palliation of obstructive jaundice. The chemotherapy regimen was 18 (38%) FOLFIRINOX and 29 (62%) Gemcitabine-based (in 7 cases Nab-paclitaxel/Gemcitabine). The median number of chemotherapy cycles for different regimens was 5.59 (2-14). At the end of chemotherapy, 26 (55%) patients were in progression disease or inoperable, 21 (45%) reached a clinical partial response and underwent surgical treatment, with resection R0-R1 in 12 patients (57%). The median OS of all patients was 37.8 months [CI 29.8-45.7], with 97.6 months [CI 65.0-128.7] for patients resected, 31 months [CI 22.4-39.5] in non-resected. TTP was 7.4 months [both groups?] [CI 6.1-8.8], 15.3 months [CI 11.1-19.6] and 6.2 months [CI 4.1-8.3] respectively in two groups. Conclusions: The outcomes in patients undergoing NAC and surgery were improved, and only the clinical selection criteria data is unsatisfactory. It is necessary to further analyse biological and molecular characteristics to identify patients susceptible to NAC and surgery or candidates for different treatment strategies.

Efficacy and safety of nab-paclitaxel plus s-1 in the first-line treatment of advanced pancreatic cancer.
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Abstract Disclosures
Abstract:

Background: Gemcitabine has been approved as the standard chemotherapy for advanced pancreatic cancer since 1996. FOLFIRINOX significantly improved ORR and OS than GEM single-agent, but the significant increase of grade 3/4 adverse reactions, limited its wide application. The FDA approved nab-Paclitaxel for advanced pancreatic cancer in 2013. S-1 has demonstrated potential value in the treatment of advanced pancreatic cancer in Japan. We conducted a single arm, prospective, phase II study on the first-line treatment of advanced pancreatic cancer with nab-Paclitaxel and S-1 to investigate the efficacy and safety. Methods: Patients with untreated metastatic pancreatic cancer were treated with nab-Paclitaxel and S-1. Nab-Paclitaxel was administered intravenously on days 1 and 8 at 120mg/m2, S-1 of 120mg (the surface area≥1.5m2), 100mg (the surface area≥1.25m2-1.5m2) and 80mg (the surface area <1.25m2) was given 2 times daily on days 1-14, for every 3 weeks. Patients who achieved overall objective response and stable disease after 6 cycles therapy were given S-1 maintenance treatment until disease progression or unacceptable toxicity. The primary objective was objective response rate (ORR) according to RECIST v1.1 criteria, and the secondary objectives were disease control rate (DCR), progress-free survival (PFS), overall survival (OS) and safety. Results: Between 12/2014 and 07/2017, 32 patients were entered in this monocentric phase II trial. The ORR in intention to-treat (ITT) population (N = 32) was 53.1%, the disease control rate (DCR) was 87.5%. In the 30 evaluable patient population, the ORR and DCR were 56.7%, 93.3%. In 29 patients(90.6%)with elevated carbohydrate antigen 19-9 (CA19-9) at baseline,15 patients (52.3%) had ≥ 50% decline from baseline CA19-9. The median follow-up time was 12 months (range 6-26), the median PFS was 6.2 months, the median OS was 13.6 months. The incidence of grade 3/4 neutropenia was 27.6%. The incidence of other grade 3 adverse was 13.9%. Conclusions: Nab-paclitaxel and S-1 showed encouraging ORR, OS and manageable toxicities, which is an effective alternative treatment regimen for advanced pancreatic cancer.

Abstract e16218: Gemcitabine/nab-paclitaxel (G/A) alternating with 5-FU/leucovorin/irinotecan (FOLFIRI) in 1st line metastatic pancreatic cancer (MPC).
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Abstract:

Background: The use of alternating chemotherapy regimens in cancer therapy may 1) lessen toxicity 2) slow emergence of resistant cancer biology thus improving outcomes and 3) provide a broader platform for the addition of other (non)chemotherapeutic (CT) agents to the base regimen. This strategy using alternating G/A and FOLFIRI in MPC was first tested in the SEENA-1 trial ( Picozzi et.al. GI Cancer Symposium 2017). We sought to extend these observations at our institution. Methods: Eligible patients (pts) had the following characteristics: 1) bx proven de novo MPC, 2) no prior CT , 3) ECOG PS 0/1 , and 4) bidimensionally measurable disease. Treatment (Rx) consisted of 1) gemcitabine 1000mg/m2 and nab- paclitaxel 125 mg/2d 1,(8),15 alternating every 8 weeks (2 cycles) with 5-FU. Pts were radiographically restaged every 8 weeks. Rx was continued for up to 48 weeks, at which time additional therapy was given per physician/patient decision. Results: From 10/1/2015 thru 1/1/2018, 40 pts were treated via this method. Pt characteristics included median age 67, ECOG PS 0/1, 58%/42%. Frequent metastatic disease sites included liver 78%, peritoneum 45%, lung 23%. 33 pts have completed Rx , 7 pts remain on Rx. Toxicity generally was less than typical in either individual regimen (e.g. no ≥ grade 3 neuropathy or diarrhea was seen). Of pts completing Rx, median number of cycles given was 8; 13/33 pts (39%) completed all 48 weeks intended Rx. Disease control rate in 34 currently evaluable pts at 16 weeks was 85% (47% PR/38% SD/15% PD). As of 1/1/2018, median f/u is 9.5 mo; 21/37 evaluable pts remain alive (3 transferred care). PFS is 9.2 mo (95% CI 5.9-10.6 mo), 1-year OS is 61%, median OS is 16.3 mo (95% CI 9.7 mo-NR). Conclusions: 1) The above alternating regimen approach in MPC showed promising results with respect to toxicity and response. 2) This approach offers a platform for further regimen development in MPC. 3) We continue to accrue experience with this regimen.

Intensification of induction chemotherapy before chemoradiotherapy improves progression-free survival in patients with locally advanced pancreatic cancers.
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Abstract:

Background: Aim of our study was to assess the interest of induction chemotherapy (ICT) intensification before chemoradiotherapy (CRT) in patients with locally advanced pancreatic cancer Methods: All patients with locally advanced pancreatic cancer treated between February 2010 and November 2016 with CRT (total dose: 50 Gy; Capecitabine: 830 mg/m2 twice daily) were included in this bicentric study. Patients who underwent Gemcitabine as ICT (Group G) were compared to patients treated with intensive ICT such as Folforinox or GemOx (group I). Data were collected retrospectively. The primary endpoint was progression-free survival (PFS) defined as the time between start of CRT and tumor progression. This study was approved by local ethical committee (IRBN632017/CHUSTE) Results: Before CRT, 30 patients had intensive ICT (Folforinox: n = 24; GemOx: n = 6) and 16 had Gemcitabine: median age 64 and 70.5 years, respectively (p = 0.02). Groups were balanced regarding median duration of ICT (4 months; IQR: 3-6; p = 0.98), median total radiation dose, and baseline prognostic factors such as performance status (median: 0), CA19.9 level (median: 40 and 40.2, respectively), degree of differentiation (p = 0.34), and tumor response at 3 months of ICT (20% vs 18.8%; p = 0.86). Median PFS was statistically better in group I (11.7 months; 95%CI%: 8.9-27.6) compared to group G (6.7 months; 95%CI: 4.2-NA): HR = 0.42; 95%CI: 0.20-0.90; p = 0.02. After uni- and multivariate analyses adjusting for age, performance status and baseline CA19.9 level > 100IU/L, only ICT intensification was prognostic. OS tend to be better in group I (19.4 months vs 14.9 months; p = 0.10; HR = 0.45; 95%CI: 0.17-1.19). No prognostic factor was identified by uni- and multivariate analyses. Grade III toxicities were reported only with intensive ICT (overall: 30.4%; diarrhea: 12.5%; alopecia: 10%; neurologic: 8.7%; fatigue: 4.2%; nausea: 4.2% and neutropenia: 4.2%). Conclusions: This study shows ICT intensification before CRT is a promising strategy in patients with locally advanced pancreatic cancer. Further studies are needed to confirm these results, and to assess the specific role of CRT in this setting.

Impact of nodal and margin status in pancreatic cancer patients undergoing surgery and chemotherapy: National Cancer Database analysis 2004-2014.
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Abstract:

Background: Pancreatic cancer (PCa) patients (Pts) have dismal survival with surgery alone; hence chemotherapy (ChemoRx) has been used often. We analyzed the role of lymph node (LN) and margin (M) status after neoadjuvant (NA) vs adjuvant (AD) vs NA+AD in PCa pts. Methods: Data was obtained from the National Cancer Database from 2004-2014 for PCa pts undergoing surgery along with NA (gp A) or AD (gp B) or NA+AD (gp C) chemoRx. Survival analysis for 1, 2 and 3 years (yrs) was done in pts stratified by LN and M status using Pearson chi-squared test for significance. Results: Of the 26,083 surgical pts with LN and M status, there were 3106 pts in gp A (NA), 21,638 pts in gp B (AD) and 1339 pts in gp C (NA+AD). Pathologically +ve LN and M were lowest in gp A (42% and 17%) vs highest in gp B (70% and 25%) respectively (Table -1A). Best 1 yr survival was in gp C with -ve LN and M status (93%) vs worst in gp B with +ve LN and M status (64%). Best 3yr survival was in gp B with -ve LN and M status (36%) vs worst in gp A with +ve LN and M status (13%) (Table -1C). Best overall survival was in gp C and worst in gp B for all 3 yrs (Table -1B). Conclusions: PCa pts even after surgery have poor survival. Use of NA+AD therapy provides the best 1, 2 and 3 yrs survival. Future prospective randomized trial will provide further validation.

	Table 1:. Survival analysis in gp A (NA), B (AD) and C (NA+AD). Total # of pts 26,083 Table - 1A: LN and M status in gp A,B and C

	
	Lymph node (LN)



	Margin (M)




	
	Negative (-ve) %
	(Positive) +ve %
	(Negative) -ve %
	(Positive) +ve %

	gp A (NA)
	58
	42
	83
	17

	gp B (AD)
	30
	70
	75
	25

	gp C (NA+AD)
	44
	56
	80
	20


Table - 1B:

	Overall survival % in gp A, B and C

	
	gp A (NA) %
	gp B (AD) %
	gp C (NA+AD) %

	1 Yr
	80
	75
	88

	2 Yrs
	46
	42
	49

	3 Yrs
	24
	23
	25


Table -1C:

	Overall survival in gp A, B and C according to LN and M status

	Margin
	gp A (NA) - 3106 pts



	gp B (AD) - 21638 pts



	gp C (NA+AD) - 1339 pts




	
	Negative (-ve)



	Positive (+ve)



	Negative (-ve)



	Positive (+ve)



	Negative (-ve)



	Positive (+ve)




	Lymph node
	(-ve)
	(+ve)
	P
	(-ve)
	(+ve)
	P
	(-ve)
	(+ve)
	P
	(-ve)
	(+ve)
	P
	(-ve)
	(+ve)
	P
	(-ve)
	(+ve)
	P

	1 Yr
	83
	77
	.000
	74
	72
	.537
	84
	76
	.000
	73
	64
	.000
	93
	85
	.000
	83
	86
	.599

	2 Yrs
	52
	42
	.000
	37
	32
	.229
	57
	41
	.000
	38
	28
	.000
	59
	43
	.000
	45
	42
	.572

	3 Yrs
	29
	19
	.000
	17
	13
	.151
	36
	22
	.000
	21
	13
	.000
	34
	21
	.000
	24
	16
	.113

	# Pts
	1569
	999
	
	229
	309
	
	5301
	10924
	
	1245
	4168
	
	502
	563
	
	84
	190
	


Prospective phase II trial of neoadjuvant chemotherapy with gemcitabine and S-1 (GS) for borderline resectable (BR)/unresectable (UR) pancreatic cancer (CAP-003 study).
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Abstract:

Background: Recently, neoadjuvant therapy for BR/UR pancreatic cancer is widely performed. However, no standard regimen has been established so far. GS showed favorable response rate in unresectable pancreatic cancer. Methods: Patients with BR or UR pancreatic cancer without distant metastasis were enrolled. Patients received GS (S-1 60/80/100mg/day based on BSA po, d1-14 plus GEM 1g/ m2,iv, d8, 15, q3w X 3). Thereafter, staging was re-estimated and patients underwent surgery, if possible. After surgery, patients received adjuvant therapy with S-1 (60/80/100mg/day based on BSA po, d1-14 q3 X8). Primary endpoint was R0 resection rate and secondary endpoints included R0+R1 resection rate, overall survival, and safety. Results: Between April 2011 and October 2014, 46 patients were enrolled in this study. One patient was excluded due to the accompanied breast cancer which was found just after enrollment. GS therapy was discontinued in 3 patients due to adverse events (AE) in 2 and tumor progression in 1. Grade 3 or more hematologic AE was occurred in 21 patients (46.7%) and non-hematologic AE in 3 patients (6.7%). No treatment related death was occurred. Thirty six patients underwent surgical resection and R0 and R0+R1 resection was achieved in 17 (37.8%) and 33 patients (73.3%), respectively. Median overall survival and 2 year survival rate were 18.9m and 47.6%, respectively, with 18.7m of median observation period. Those of resected patients were 28.8m and 59.8%, respectively. Conclusions: GS is well tolerated as neoadjuvant therapy. The favorable overall survival, especially for patients with resection, indicates the usefulness of this regimen for BR/UR locally advanced pancreatic cancer patients. Clinical trial information: UMIN000005578.

Abstract e16227: Perioperative outcomes in elderly patients undergoing pancreatic resection for pancreatic adenocarcinoma: A systematic review and meta-analysis.
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Abstract:

Background: Pancreatic cancer is most frequently diagnosed among people aged 65-74. Pancreatic resection in the elderly with pancreatic tumour is controversial however surgery is one of a therapeutic option that offers a potential cure. As the demographics continue to shift towards an aged population, the incidence of pancreatic cancer is expected to rise. This study aims to compare postoperative outcomes of pancreatic resection for pancreatic adenocarcinoma among the elderly (≥70yr, ≥75yr, ≥80yr) and their respective younger counterparts ( < 70yr, < 75yr, < 80yr). Methods: MEDLINE, EMBASE, PubMed and Cochrane Library, were searched. Quality of studies was assessed using the NOS. Primary end-point was 30-day mortality. Secondary endpoints were postoperative complications, length of stay (LOS), postoperative pancreatic fistula. MH-method was used to combine odds ratios and IV-method to combine mean differences. A random-effects model was applied where applicable. Publication bias was evaluated using funnel plots. Results: Ten studies [n = 4351] were included in this review. Elderly patients were associated with higher ASA grade (p < 0.001) and cardiovascular comorbidities (p < 0.001). Older patient had significantly larger tumours (p < 0.001). Nonetheless, they were less likely to undergo portal vein resection (p = 0.005) and had lesser intraoperative blood loss volume (WMD [95%CI], -197.1 [-417, 22.8], p = 0.010) as compared to their younger counterparts. There was no difference in the depth of tumour or nodal stage between both groups (p > 0.05). Postoperative complications were higher in the older group (OR [95%CI], 1.48 [1.12, 1.95], p = 0.006, I2 = 31%) nonetheless, there was no difference in postoperative pancreatic fistula (OR [95%CI], 1.05 [0.80, 1.39], p = 0.71, I2 = 0%) length of hospital stay (WMD [95%CI], 0.75 [-0.50, 2.00], p = 0.24, I2 = 37%) and postoperative mortality (OR [95%CI], 1.41 [0.89, 2.25], p = 0.15, O2 = 0%). Conclusions: Pancreatic resection of pancreatic adenocarcinoma can be performed safely on elderly patients with acceptable risks in experienced centres by expert surgeons. Age alone is not a reliable predictor of poor surgical outcomes.

A phase 1 safety study of SBP-101, a polyamine metabolic inhibitor, for pancreatic ductal adenocarcinoma (PDA).
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Abstract:

Background: SBP-101 (diethyl dihydroxyhomospermine), a polyamine (PA) analogue of spermine, inhibited growth in 6 human PDA cell lines and 3 murine xenograft tumor models. A Phase 1 dose escalation study assessed the safety, tolerability and pharmacokinetics (PK) of SBP-101 in previously treated patients with locally advanced or metastatic PDA. Methods: In a modified 3x3 dose escalation scheme, daily subcutaneous injections of SBP-101 were dosed at 0.05, 0.1, 0.2, 0.4 or 0.8 mg/kg, Monday-Friday for 3 weeks, followed by 5 weeks of observation (1cycle), for 1 or 2 cycles. Safety and tolerability were evaluated by clinical and laboratory assessments. PK was evaluated on Days 1 and 18 of cycle 1. Efficacy was assessed by RECIST criteria and overall survival. Results: 29 patients were enrolled in 5 cohorts: (1: N = 3; 2: N = 5; 3: N = 4; 4: N = 7; 5: N = 10). Twenty-six had ≥2 prior chemotherapy regimens. Drug-related toxicity in cohorts 1-4 was minimal, although one patient in cohort 4 developed focal pancreatitis at the site of the tumor at 2.3 months. Most common adverse events (AEs) were abdominal pain, constipation, decreased appetite, dehydration, diarrhea, fatigue, nausea and vomiting. Most were grades 1 or 2 or considered unlikely or not related. No drug-related bone marrow suppression or peripheral neuropathy was seen at any dose. No DLTs occurred in cohorts 1-4. Three patients in cohort 5 developed serious adverse events considered dose limiting toxicities: bacterial sepsis with metabolic acidosis (N = 1), hepatic and renal failure with elevated lipase (N = 1) and superior mesenteric vein thrombosis with metabolic acidosis (N = 1). Plasma Cmax and AUC0-t increased linearly with dose. Stable disease occurred in 2 patients each in cohorts 3 and 4, and in 4 patients in cohort 5. Median survival in cohort 3 was 5.9 months. Conclusions: SBP-101 was well tolerated in this study at dose levels 1-4; 0.8 mg/kg exceeded the maximum tolerated dose (MTD). Best tumor response and survival occurred with 0.2 mg/kg/day. The low incidence of AEs below the MTD and absence of bone marrow toxicity or peripheral neuropathy suggest the potential for SBP-101 as an addition to front line treatment for PDA and justify a combination study. Clinical trial information: NCT02657330.  [It is a frequent pattern that new agents fail as monotherapy, then are added to backbone therapies.]
Clinical outcomes in borderline resectable pancreatic cancer (BRPC): A single institutional analysis.

http://abstracts.asco.org/214/AbstView_214_224339.html 

Sub-category: Pancreatic Cancer
Category: Gastrointestinal (Noncolorectal) Cancer

Meeting: 2018 ASCO Annual Meeting
Abstract No: e16232

Citation: J Clin Oncol 36, 2018 (suppl; abstr e16232)

Author(s): Daniel Ezekwudo, Bolanle Gbadamosi, John Khoury, Leann Blankenship, Susanna S. Gaikazian, Joseph M Anderson, Michael J. Stender, Robert P Jury, Laura Nadeau, Cotant Matthew, John M. Robertson, Jeffrey H. Margolis, Ishmael A. Jaiyesimi; Beaumont Health, Department of Hematology and Oncology, Oakland University William Beaumont School of Medicine, Royal Oak, MI; William Beaumont Hospital, Royal Oak, MI; Hem Onc Consult PC, Rochester Hills, MI; Beaumont Health, Royal Oak, MI; Oakland Medical Group, West Bloomfield, MI
Abstract Disclosures
Abstract:

Background: Neoadjuvant therapy in BRPC serves to improve margin negative resection rate, however emerging data indicate otherwise. Aim of the study is to retrospectively investigate the clinical outcomes of BRPC patients treated with neoadjuvant therapy at our Institution. Methods: Out of 94 patients screened, 53 patients met National Comprehensive Cancer Network (NCCN) diagnostic criteria for BRPC from January 2007 to January 2017. Type of neoadjuvant therapy and surgery, disease-free survival (DFS) and overall survival (OS) were examined. Statistics were performed using SAS System for Windows version 9.3. Results: Of 53 patients, 54.7% received neoadjuvant therapy with majority receiving Gemcitabine based regimen followed by FOLFIRINOX (table 1). 24.1% received chemotherapy + Radiation. Among those who received neoadjuvant therapy, 48.3% had progressive disease (PD) radiologically and the rest had either partial (PR) or stable response (SD). Type of neoadjuvant therapy did not affect radiological response (p = 0.41). 97% received at least 4 cycles of neoadjuvant chemotherapy. Only 31.03% of patients had R0 resection, whereas 75.9% have less than R0 resection. Pancreatectomy with R0 resection resulted in a statistically significant median DFS of 21.3 months (95% confidence interval (CI) 12.3-39.1), and median OS of 18.2 months (95% CI, 14.2-22.6) versus a median DFS of 6 months and median OS of 3 months among patients without R0 resection. Conclusions: DFS and OS benefits were affected by the type of surgery not neoadjuvant therapy. Although a single institutional analysis, it conforms to recent reports on clinical outcome of BRPC. Further study is necessary to elucidate their clinical pathway. Table 1:

	Outcome Characteristics

	Follow up duration (years)
	10
	P value

	Neoadjuvant therapy:
	
	P = 0.41

	Gemcitabine-based
	17/29 (58.6%)
	

	FOLFIRINOX
	11/29 (38%)
	

	Carboplatin + etoposide
	1/29 (3.4%)
	

	Chemotherapy + Radiation
	7/29 (24.1%)
	

	Radiographic Response:
	
	

	PR
	11/29 (38%
	

	SD
	4/29 (14%)
	

	PD
	14/29 (48.3%
	

	Type of Surgery (Pancreatectomy):
	
	P < 0.001

	R0 resection
	9/29 (31%)
	

	< R0 resection
	20/29 (69%)
	

	Disease Recurrence:
	
	

	Yes
	19/29 (65.5%)
	

	No
	10/29 (34.5%)
	

	Vital status:
	
	

	Alive
	11/29 (37.9%)
	

	Dead
	18/29 (62.1%)
	


HuMab-5B1 (MVT-5873), a mAb targeting sLea, in combination with first-line gemcitabine plus nab-paclitaxel (gem/nab-P) for patients with pancreatic cancer (PDAC) and other CA19-9 positive malignancies.
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Abstract:

Background: MVT-5873, a fully human IgG1 mAb, targets sialyl Lewis A (sLea), an epitope on CA19-9. CA19-9 is expressed in PDAC and other GI and lung cancers, plays a role in tumor adhesion and metastasis, and is a marker of an aggressive tumor phenotype. MVT-5873 is active as a single agent (ASCO, 2017). Methods: MVT-5873 given IV weekly in combination with gem/nab-P. Eligibility criteria included untreated locally-advanced/ metastatic PDAC/other CA19-9+ malignancy and ECOG PS ≤1. The definition of Dose limiting toxicity included Grade 4 hematologic, Grade 3+ microangiopathic hemolytic anemia, Grade 2+ hemolysis, Grade 3+ non-hematologic AEs. Dose escalation utilized a 3+3 design followed by a 10-patient expansion at the MTD. Trial endpoints include safety, MTD, pharmacokinetics (PK) and efficacy. Exploratory endpoints include changes in serum CA19-9 levels and tissue CA 19-9 expression. Results: As of Feb 2018, 9 subjects have been entered in Cohort 1 (N = 3, 1 mg/kg) and Cohort 2 (N = 6, 0.125 mg/kg). Dose limiting toxicities included Grade 3 AST, ALT, and bilirubin at 1 mg/kg resulting in de-escalation for Cohort 2 to 0.125 mg/kg. At 0.125 mg/kg, a single DLT (ALT) was observed in 6 subjects. Of toxicities deemed possibly related to MVT-5873, most were low grade including GI toxicity (abdominal pain/cramps/diarrhea/nausea) and G1-2 infusion reactions (mitigated with standard pre-medications and lengthened infusion time). Initial PK data (terminal half-life, 40hs) was comparable to that reported for other mAbs and to single agent MVT-5873. All Cohort 2 subjects had pre-dose downward reductions in CA19-9 (range of reduction from 74% to 97%) compared to baseline. All subjects in Cohort 2 have had reductions in measurable target lesions (range -22 to -77%) with 4 PRs and 2 SDs. Expansion (N = 10) at 0.125mg/kg MVT-5873 is ongoing. Conclusions: MVT-5873 at 0.125 mg/kg in combination with gem/nab-P appears safe and tolerable. DLTs included reversible increases in transaminases. Initial activity is promising and is being further evaluated in an expansion cohort of 10 subjects. Clinical trial information: NCT02672917
Safety and tolerability of FOLFIRABRAX [5-Fluourouracil (5-FU), irinotecan (IRI), and nab-paclitaxel (NP)] with genotype-guided dosing of IRI in previously untreated advanced gastrointestinal (GI) cancer patients (pts): A multicenter trial of the University of Chicago Personalized Cancer Care Consortium.
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Abstract:

Background: 5-FU, IRI, and NP are active in GI cancers; the combination, FOLFIRABRAX, has not been evaluated. UGT1A1 clears SN-38, the active metabolite of IRI. UGT1A1*28 polymorphism reduces enzymatic activity and predisposes to severe IRI toxicity. Dose adjustment in pts with this allele may be warranted. Primary endpoint: dose-limiting toxicity (DLT) rate of FOLFIRABRAX with genotype-guided dosing of IRI. Secondary endpoints include objective response rates (RR) in select GI cancers. Methods: Pts with previously untreated GI cancers and ECOG performance status 0/1 received FOLFIRABRAX with prophylactic pegfilgrastim Q14 days. CT scans were obtained Q8 weeks. UGT1A1 *1/*1, *1/*28, and *28/*28 pts received initial IRI doses of 180, 135, and 90 mg/m2, respectively. 5-FU 2400 mg/m2 over 46 hours (no bolus), leucovorin 400 mg/m2, and NP 125 mg/m2 were given IV Q14 days. DLT during cycle 1 was defined as Grade (Gr) 3/4 febrile neutropenia (FN), Gr 4 neutropenia ≥ 5 days, Gr 3/4 non-hematologic toxicity despite medical management, or treatment delay > 14 days due to toxicity. Doses were tolerable if DLT rate during cycle 1 was ≤ 35%. Enrollment of 17 pts per genotype allowed for an alpha level of 0.05 with 80% power under a sequential toxicity monitoring procedure, with 6 or fewer DLTs deemed tolerable. Results: 50 pts are evaluable for toxicity: 30 pancreatic cancer (PC), 9 biliary tract cancer (BTC), 6 gastroesophageal adenocarcinoma (GEA), 4 unknown GI primary, and 1 neuroendocrine. DLTs were observed in 5/23 (21.7%) *1/*1 pts, 1/20 (5%) *1/*28 pts, and 0/7 *28/*28 pts. DLTs were Gr 3 diarrhea (3 pts), Gr 3 nausea (2 pts), and Gr 3 FN (1 pt). RR is 12/39 (30.7%), with responses in PC (9/25 evaluable pts, 36%), GEA (3/6 pts, 50%), but not in BTC (0/8 pts). Ten pts continued therapy beyond 24 weeks. Conclusions: FOLFIRABRAX with genotype-guided dosing of IRI is tolerable in pts with advanced GI cancers and UGT1A1*1*1 or UGT1A1*1*28 genotypes. Responses were observed in PC and GEA but not in BTC. Clinical trial information: NCT02333188
Abstract e16242: Portal hypertension and ascites in pancreatic cancer.
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Abstract:

Background: Ascites is a recognized complication of pancreatic cancer. There are no guidelines for a standardized approach to its treatment but commonly used therapies include diuretics, paracenteses, and drains. SMAD4, a gene that encodes a signal transducer that plays a role in pancreatic cell proliferation and apoptosis, is mutated in a number of pancreatic cancers. The mutation has been associated with a locally aggressive subset of cancer but these findings have not led to appreciable changes in management. Objective: The objective of this study is to gather information on the incidence and treatment of portal hypertension leading to ascites in a cohort of pancreatic cancer patients. Our hypothesis is that factors such as SMAD4 genetic mutation and prior radiation therapy are associated with an increased risk of developing portal hypertension and ascites in pancreatic cancer. Methods: We conducted a retrospective review of a cohort of 325 pancreatic cancer patients treated at Cedars Sinai Medical Center. We analyzed clinical variables including presence of ascites, serum ascites albumin gradient (SAAG), treatment modalities for ascites, genetic mutations with focus on SMAD4, and administration of radiation therapy. Results: 186 of 325 patients developed ascites at some point in pancreatic cancer progression. 119 of these patients were on diuretics, 73 underwent paracentesis, and 19 had placement of Pleurx catheters. Of 54 patients who had ascitic fluid analysis, 52 had SAAG > 1.1 g/dL. 80/123 (65%) patients without SMAD4 mutation and 22/33 (67%) SMAD4+ patients developed ascites (RR 1.02, 95% CI 0.78 – 1.35, p 0.86). A higher incidence of ascites was found in patients who had received any form of radiation therapy compared to those who had not (RR 1.19, 95% CI 1.00 – 1.42, p 0.05). Conclusions: Ascites due to portal hypertension is a significant complication of pancreatic cancer. SMAD4 mutation was not found to have an association with the development of ascites in pancreatic cancer. An association was identified between radiation therapy and development of ascites. A variety of methods are employed empirically for palliation of ascites and further investigation is warranted to develop an evidence-based approach to management of ascites in pancreatic cancer.

Abstract e16254: Universal screening for mismatch repair deficiency in pancreatic cancer.
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Abstract:

Background: Microsatellite instability (MSI) and mismatch repair deficiency (dMMR) are observed infrequently in pancreatic cancer (PC). Nevertheless, given the recent approval of anti-PD1/PDL1 checkpoint therapy for PC, it is important to screen and identify PC patients (pts) with dMMR. At Stanford Comprehensive Cancer Institute, all GI cancer pts have been universally screened for dMMR via immunohistochemistry since 01/2016. Here, we describe the clinical characteristics and outcomes of PC pts diagnosed with dMMR following implementation of a universal screening program. Methods: We conducted a retrospective review of all PC pts that were screened for dMMR from 01/2016 to 12/2017 at Stanford. Clinical and pathologic characteristics, treatment regimens and outcomes were recorded. Median with quartiles was used to calculate time to recurrence and follow up. Results: We identified 184 PC pts that were tested for dMMR. Of these, 15 (8%) pts (8 male, 7 female; median age 64 yrs) were found to have loss of expression or equivocal staining of one or more MMR proteins. Four of 15 (27%) pts had MSH2/MSH6 missing, 3/15 (20%) had MSH6 missing, and 1/15 (7 %) had MLH1/PMS2 missing. Seven of 15 (47%) pts were equivocal and after repeat staining, 1/7 (14%) was conclusive for dMMR and 6/7 (86%) were inconclusive due to lack of an internal positive control. Two pts (21%) were found to have Lynch syndrome on germline testing. Nine of 12 pts (75%) who underwent germline testing had no pathogenic variants. Seven of 15 (47%) pts had resectable disease and underwent a Whipple surgery. Of these, 3 /7 pts recurred with median time to recurrence of 14 months (Q1 11, Q3 19). Five of 8 (63%) pts [7+8=15] with metastatic disease received pembrolizumab for in the 2nd line (3/5, 60%) or 3rd line and beyond (2/5, 40%). Three pts remain on treatment and 4/5 pts are alive with a median follow-up time of 14 months (Q1 8, Q3 27). Conclusions: A total of 8% [15 of 184] of all screened PC pts had abnormal/equivocal MMR stains. Given that 75% of pts with germline testing had no pathogenic variants, it is possible that somatic mutations are a driver for dMMR phenotype in PC pts. Tumor testing may help clarify these unexplained dMMR cases.

Survival trend among patients with advanced pancreatic neuroendocrine tumors in United States.
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Background: Pancreatic neuroendocrine tumors (PNETs) are rare neoplasms, comprising 1-2% of all pancreatic tumors. Molecularly targeted therapy (MTT) like everolimus, sunitinib were approved by FDA in May 2011 for the treatment of advanced and metastatic PNETs. We conducted this study to compare survival outcome in patients with advanced and metastatic PNET in pre- (2000-2010) and post- (2011-2014) MTT era in the United States using U.S. Surveillance, Epidemiology, and End Result (SEER) registry database. Methods: We selected patients with metastatic PNETs (Insulinoma, Glucagonoma, Gastrinoma, Somatostatinoma, and Mixed Pancreatic Endocrine carcinomas), age ≥18 years at the time of diagnosis from the SEER database. We used SEER 18 registry database to evaluate relative survival (RS) rate during 2000-2010 and 2011-2014. The RS rate at 1, 2 and 3 years were analyzed for cohorts by age (18-50 years, ≥51 years), and gender (male, female). The RS rates accompany standard error (SE). We used Z-test in SEER Stat for statistical analysis. Results: There were a total of 640 (524 in pre- and 116 post-MTT era) metastatic PNET patients; 361 males and 279 females reported in the registry. RS at 1, 2 and 3 years in pre- vs post-MTT era for age group 18-50 was: 89.2 ± 2.5% vs 92.0 ±5.5%, P = 0.777; 82.3± 3.1% vs 83.1 ±10.1%, P = 0.812; and 76.0 ± 3.5 % vs 59.7 ± 16.1% P = 0.570. Similarly, for age group ≥51 years, RS at 1, 2 and 3 years in pre-vs post-MTT era was: 78.5 ± 2.2% vs 73.0 ±5.2 %, P = 0.397; 64.2 ± 2.6 % vs 57.4 ± 6.4%, P = 0.328; and 56.0 ± 2.8% vs 51.8 ± 7.2%, P = 0.443 respectively. RS for adult male was 82.2 ± 2.4 % vs 83.3 ± 4.7%, P = 0.713; 69.5 ±2.9% vs 67.2 ± 6.8%, P = 0.915; and 59.9 ±3.1% vs 59.2 ± 8.5%, P = 0.975 at 1, 2 and 3 years respectively. RS for adult female was 81.1 ± 2.6% vs 64.6 ± 8.4 %, P = 0.038; 69.7 ± 3.1 % vs 53.6 ± 9.6% P 0.078; and 64.7 ± 3.3% vs 41.9 ± 11.3%, P = 0.040 at 1 year, 2 years and 3 years respectively. Conclusions: Our study showed that patients with metastatic PNETs have no improvement in 1, 2 and 3-year RS rates in post MTT era. Subgroup analysis by gender showed no improvement in RS in male and female of all age group. Even with the approval of the newer agents for treatment of advanced and metastatic PNET, the relative survival in the US population has not improved.

Abstract e16257: The role of radiation therapy to the primary site in locally advanced and metastatic pancreatic cancer ( 2004-2015 National Cancer Data Base (NCDB) review).
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Abstract:

Background: Chemotherapy (CT) alone or with radiation therapy (RT) is used to treat locally advanced pancreatic cancer. There is conflicting data, however, about the benefit of RT in addition to CT in the management of locally advanced pancreatic cancer. RT is used also in metastatic disease for symptoms control, but it is not known if it adds any survival benefits. Methods: We performed a retrospective review of patients with locally advanced unresectable and metastatic pancreatic cancer who received CT and RT to the pancreas using NCDB between (2004-2015). First objective was to compare the overall survival (OS) between patients who received CT and RT in metastatic and locally advanced disease then between each of those subgroups using Kaplan Meier survival curves. Results: Between 2004-2015, 85,733 patients had locally advanced or metastatic pancreatic cancer. 83,526 (97.4%) of them received CT alone, and 2,207 (2.6%) patients received CT as well as RT to the pancreas. 1 year OS was 28.2% (0.279-0.285) in the patients who received CT alone vs. 40.5% (0.384-0.426) in patients who received CT and RT to the pancreas (p < 0.0001). 27,562 patients were diagnosed with locally advanced disease. 1,731 (6.3%) patients received CT and RT. 1 yrs OS was 35.8 % (0.352-0.364) in the patients who received CT alone vs. 43.8% (0.414-0.461) in patients who received CT and RT (p < 0.0001). Among 55,700 patients who had metastatic disease and received CT, only 426 (1%) of them received RT to the pancreas. 1 year OS in this group of patients was 24.2 % (0.239-0.246) compared with 26.3% (0.222-0.306) in patients with metastatic disease who were treated with CT only (p = 0.418) Conclusions: Radiation treatment, when added to chemotherapy, increases 1yr OS by about 8% in locally advanced pancreatic cancer, but not in metastatic pancreatic cancer.

