Chemotherapy combination superior to monotherapy in resected pancreatic cancer
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The combination of gemcitabine plus capecitabine demonstrated superior survival outcomes compared with gemcitabine alone in patients with pancreatic cancer who underwent tumor resection, according to results from the ESPAC-4 trial published in The Lancet.

These results suggest that the adjuvant combination regimen should replace the standard of care for this patient population, John P. Neoptolemos, MA, MB, BChir, MD, FRCS, FMedSci, Owen and Ellen Evans chair of surgery of the Liverpool Clinical and Cancer Research UK Trials Unit at University of Liverpool, United Kingdom, and colleagues wrote.

The ESPAC-3 trial previously confirmed that adjuvant gemcitabine should be the standard of care for pancreatic cancer based on similar survival as and less toxicity than adjuvant 5-fluorouracil/folinic acid. 

However, additional clinical trials have shown better survival and tumor response with the combination of gemcitabine plus capecitabine than gemcitabine alone in advanced or metastatic pancreatic cancer. 

Therefore, the researchers conducted a phase 3, open-label, multicenter, randomized clinical trial to evaluate the efficacy and safety of gemcitabine plus capecitabine compared with gemcitabine monotherapy for the treatment of resected pancreatic cancer.

Within 12 weeks of surgery, 730 patients (57% men; median age, 65 years) were randomly assigned 1:1 to receive 1,000 mg/m² gemcitabine once a week for 3 of every 4 weeks for six cycles alone (n = 366) or with 1,660 mg/m² oral capecitabine administered for 21 days followed by 7 days of rest for six cycles (n = 364).

OS served as the primary endpoint.

Median follow-up was 43.2 months.

Median OS was 28 months (95% CI, 23.5–31.5) in the combination arm compared with 25.5 months (95% CI, 22.7–27.9) in the gemcitabine group (HR = 0.82; 95% CI, 0.68–0.98).

The combination arm demonstrated superior estimated OS at 12 months (84.1% vs. 80.5%) and 24 months (53.8% vs. 52.1%).

“This is one of the biggest ever breakthroughs prolonging survival for pancreatic cancer patients,” Neoptolemos said in a press release. “When this combination becomes the new standard of care, it will give many patients living with the disease valuable months and even years. The difference in short-term survival may seem modest, but improvement in long-term survival is substantial for this type of cancer.”

Univariate survival analyses showed that smoking, pre- and postoperative CA19-9 concentrations, preoperative C-reactive protein concentrations, resection margin status, tumor grade, lymph nodes status, maximum tumor size, tumor stage, venous resection, and local invasion were all associated with survival (P < .05 for all).

Median RFS did not significantly differ in the combination and monotherapy arms (13.9 months vs. 13.1 months; HR = 0.86; 95% CI, 0.73-1.02). Rates of RFS were 23.8% for the combination and 20.9% for monotherapy at 3 years, and 18.6% for the combination and 11.9% for monotherapy at 5 years. 

Safety data were available from 725 patients. Grade 3 to grade 4 adverse events occurred in 226 of 359 patients in the combination group, and 196 of 366 patients in the gemcitabine group.

The researchers suggested further assessment of therapeutic predictive response markers may be helpful to select the best treatment regimens.

“Pancreatic cancer is a notoriously difficult disease to treat. Nearly 10,000 patients are diagnosed each year in the United Kingdom, so we urgently need new ways to treat and manage this disease,” Peter Johnson, MA, MD, FRCP, chief clinician for Cancer Research UK, said in a press release. “Research that tells us more about how the disease grows and spreads — and trials like this one — will be key to improve survival for patients living with the disease. There are still big leaps to be made, but Cancer Research UK is investing heavily into research to take on pancreatic cancer, and we are just starting to see the results.”

At the end of analysis, 21.8% of patients treated with gemcitabine and 25.5% of patients treated with the combination regimen were alive without disease. This means that 25 patients need to be treated with the combination to save one life, Gaël Deplanque, MSc, MD, PhD, from the University Hospital of Lausanne in Switzerland, and Nicolas Demartines, MD, FACS, FRCS, chairman of the department for visceral surgery at the University Hospital CHUV in Switzerland, wrote in an accompanying editorial.

However modest, the data from the ESPAC-4 trial were “encouraging in a disease with such high mortality,” Deplanque and Demartines wrote. Additional trials are ongoing looking at adjuvant therapy, and it is likely more chemotherapy will lead to improved outcomes in patients who have undergone surgery, they added. 

“More surgery is, therefore, clearly needed if we want to cure more patients, but more surgery means the possibility to offer surgery earlier in the disease evolution, and as a consequence more often,” they wrote. “An earlier diagnosis would allow surgery to be offered earlier, for example, by the appropriate screening of individuals with higher risk for pancreatic cancer, or for borderline resectable or unresectable patients, by the use of new neoadjuvant therapeutic approaches.” – by Kristie L. Kahl
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Study establishes new standard of care for pancreatic cancer patients 
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A combination of two chemotherapy drugs - gemcitabine and capecitabine - should be the new standard of care for pancreatic cancer patients who have had surgery to remove their tumour, according to a Cancer Research UK-funded study published in The Lancet. 

Experts say the combination should replace the standard treatment of giving patients gemcitabine alone following surgery. 

Twenty-nine per cent of patients given the drug combination lived for at least five years compared with only 16 per cent of patients given gemcitabine alone. 

Peter Breaden, 67, a retired lab manager and grandfather of five from Merseyside, was diagnosed with pancreatic cancer in April 2010. Following surgery in May 2010 he was to start chemotherapy in the July and was offered the chance to take part in the ESPAC 4 trial. Peter said: "I know that new drugs and techniques need to be developed so when the doctors told me about the trial, there was no hesitation in my mind - I wanted to get involved. 

"I was very grateful for the opportunity to contribute to this trial. For six months I had chemotherapy on three weekly cycles after my surgery. I am pleased to have been part of a trial that has been such a success. Research is absolutely essential and needs all our support." 

The results, which were first presented at the American Society of Clinical Oncology (ASCO) in June 2016 but have now been peer-reviewed, show that this treatment plan is predicted to double the number of patients who survive their disease for at least five years. 

Trial lead, Professor John Neoptolemos at the University of Liverpool, said: "This is one of the biggest ever breakthroughs prolonging survival for pancreatic cancer patients. When this combination becomes the new standard of care, it will give many patients living with the disease valuable months and even years. The difference in short term survival may seem modest, but improvement in long-term survival is substantial for this type of cancer." 

This recommendation follows results from a clinical trial of 732 patients in hospitals across the UK, German, Sweden and France. 

Around half of patients on the trial received gemcitabine and the other half received a combination of gemcitabine and capecitabine. 

There was no significant difference in side effects between the patients on the standard treatment and the combination treatment. 

This trial was set up in 2008 to address the poor pancreatic cancer survival rates. 

The latest Cancer Research UK figures show that around 9,400 people are diagnosed with pancreatic cancer each year in the UK and around 8,800 people die from the disease each year. 

Professor Peter Johnson, Cancer Research UK's chief clinician, said: "Pancreatic cancer is a notoriously difficult disease to treat. Nearly 10,000 patients are diagnosed each year in the UK so we urgently needs new ways to treat and manage the disease. 

"Research that tells us more about how the disease grows and spreads - and trials like this one - will be key to improve survival for patients living with the disease. There are still big leaps to be made, but Cancer Research UK is investing heavily into research to take on pancreatic cancer, and we are just starting to see the results." 

###
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New drugs hope for pancreatic cancer sufferers: Combining treatments can dramatically increase the chance of living for five years after diagnosis
· Drugs gemcitabine and capecitabine increases the chances of people with pancreatic cancer living at least five years
· Treatment should now become the new standard of care for patients who have had surgery, experts say. 
· Pancreatic cancer is the deadliest of the 21 most common cancers, largely because it is often identified at a late stage
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Pairing the chemotherapy drugs gemcitabine and capecitabine dramatically increases the chances of people with pancreatic cancer

A life-extending combination of drugs has been hailed as a ‘monumental’ breakthrough in the treatment of the deadliest cancer.

Pairing the chemotherapy drugs gemcitabine and capecitabine dramatically increases the chances of people with pancreatic cancer living at least five years, trial results have shown.

The treatment should now become the new standard of care for patients who have had surgery, experts say.

Pancreatic cancer is the deadliest of the 21 most common cancers, largely because it is often identified at a late stage. Each year about 9,600 people in the UK are diagnosed and 8,800 die. 

Just 5 per cent of sufferers can expect to live five years and only 1 per cent live for ten years. Survival rates have improved little since the early 1970s.

More than 700 patients took part in a University of Liverpool trial which compared post-surgery treatment using both drugs with gemcitabine alone.

The findings, published in The Lancet medical journal, showed that 29 per cent of patients receiving the drug combination lived at least five years. Just 16 per cent of patients restricted to gemcitabine survived that long.

Pancreatic Cancer UK is calling for the combination treatment to be made available to all eligible patients on the NHS. The move will result in about 100 extra patients each year living for five years or more, it is claimed.

Leanne Reynolds, the charity’s head of research, said: ‘These results are a monumental leap forward in pancreatic cancer treatment. We must now embrace this opportunity to provide those families with far more precious time together.’

