Pasireotide (Signifor) Halves Risk in Pancreatic Resection
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Action Points

· A new drug (pasireotide [Signifor]) cut in half the risk of one of the major complications of pancreatic resection: fistula, leak, or abscess, researchers found.

· Note that most patients (91%) had at least one grade 3 or 4 adverse event, but also that the majority of the events represented expected postoperative abnormalities in the results of serum chemical analyses.

A new drug cut in half the risk of one of the major complications of pancreatic resection, researchers said.

In a single-center randomized trial, fewer than one patient in 10 treated with pasireotide (Signifor) had a grade 3 or higher postoperative pancreatic fistula, leak, or abscess, according to Peter Allen, MD, of Memorial Sloan-Kettering Cancer Center in New York City, and colleagues.

In contrast, more than one patient in five given a saline placebo had such a complication, Allen and colleagues reported in the New England Journal of Medicine.

The finding fills a gap, Allen told MedPage Today. Pancreatic resection -- in many cases because of pancreatic carcinoma -- is "one of the few operations where major complications, major operative morbidity, is a common event," he said.

Indeed, he and colleagues noted, postoperative pancreatic fistula, leak, or abscess occur in between 30% to 50% of patients, resulting from leakage of exocrine secretions from the pancreatic remnant.

Even death is a "measurable event," Allen said, and there is no widely accepted way to reduce the risk.

Studies looking at different operative techniques have not been able to pin down any specific beneficial methods and several trials of octreotide (Sandostatin), a somatostatin analog that inhibits exocrine secretion, were inconclusive.

Pasireotide, approved last last year for Cushing's disease, is also a somatostatin analog, but lasts longer in circulation than octreotide and binds to more receptors.

Allen and colleagues thought it might do better than the older drug and, to find out, enrolled 300 patients slated for either pancreaticoduodenectomy or distal pancreatectomy with or without splenectomy.

They were randomly assigned to get either 900 micrograms of subcutaneous pasireotide or placebo twice a day starting on the morning of the operation and continuing for 7 days.

The study's primary endpoint was development, within 60 days of surgery, of pancreatic fistula, leak, or abscess of grade 3 or higher on the cancer center's Surgical Secondary Events system.

On that scale, the authors noted, a grade 3 event is one that requires "radiologic, endoscopic, or operative intervention."

The researchers also considered the overall rate of any grade of pancreatic complication in the cancer center system, as well as the overall rate of pancreatic fistula defined as grade B or grade C under the International Study Group on Pancreatic Fistula scale.

Grade B pancreatic fistula is associated with prolonged drainage, abscesses, or the need for inpatient care. Grade C fistula results in sepsis, reoperation, or death.

All told, 208 patients received pasireotide and 202 patients received placebo but about one-quarter of patients in both groups were excluded if they had a postoperative QTc interval of longer than 480 microseconds or if their condition was deemed inoperable when they got to the operating room.

Among the 152 remaining pasireotide patients, Allen and colleagues reported, 14 met the primary endpoint, compared with 31 of the remaining 148 placebo patients, or 9.2% versus 20.9%.

Those numbers yielded a relative risk for pancreatic leak, favoring pasireotide, of 0.44, with a 95% confidence interval from 0.24 to 0.78 (P=0.006).

Findings were similar in prespecified subgroups:

· Among 220 patients who underwent pancreaticoduodenectomy, the relative risk was 0.49, favoring pasireotide.

· Among the 80 patients who had a distal pancreatectomy, the relative risk was 0.32.

· Among 136 patients with a dilated pancreatic duct, the relative risk was 0.11, favoring pasireotide, while among 164 with a nondilated duct, the relative risk was 0.55.

Grade B or grade C postoperative pancreatic fistula occurred in 37 patients overall, but the numbers were smaller and the grade lower in the pasireotide group.

Twelve pasireotide patients (or 7.9%) had grade B fistulas, and none had a grade C event.

In contrast, 20 placebo patients had grade B fistulas and five had grade C events fistulas (or 16.9%). The differences were significant at P=0.02.

Pancreatic complications of any grade were seen in 54 patients (18%), including seven patients on pasireotide (11.2%) and 37 patients in the placebo group (25%). The difference was significant at P=0.002.

Most patients (91%) had at least one grade 3 or 4 adverse event, including 140 of the 152 pasireotide patients (92.1%) and 133 of the 148 placebo patients (89.9%).

The majority of the events, the investigators reported, represented "expected postoperative abnormalities in the results of serum chemical analyses."

Only two patients had died at 60 days post surgery, one in each group.

"Not only were many fistulas and leaks prevented," the researchers argued, "but when they did occur, they were less clinically relevant."

Allen told MedPage Today that he and colleagues are "very confident in the results," noting that the study was large, placebo-controlled, and double-blind.

"The criticism of it will be that it was a single institution study," he added.

A widespread change in practice might have to wait for a multicenter trial, Allen said, which is likely "forthcoming."

But he added that his colleagues who were familiar with the study were only waiting for FDA approval of pasireotide to begin using it in patients undergoing pancreatic resection.

The study was suppported by Novartis Pharmaceuticals. Allen disclosed a relationship with the company.
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