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Simple steps lengthen lives of high-risk AML
patients

December 5 2016

New research shows that quickly identifying patients with high-risk
acute myeloid leukemia (AML), and speeding the process to find them a
stem cell donor and performing the transplant earlier, can significantly
improve their chances of surviving for at least two years after diagnosis
without a relapse.

The research was conducted by SWOG, the cancer clinical trials group
that is part of the National Cancer Institute's (NCI) National Clinical
Trials Network, the oldest and largest cancer research network in the
nation. Results will be presented Monday, Dec. 5 at the 58th American
Society of Hematology Annual Meeting by Dr. John Pagel, chief of the
Hematologic Malignancies program at the Swedish Cancer Institute in
Seattle, WA and co-principal investigator for the SWOG research study,
called S1203.

Pagel's presentation is one of 18 made by SWOG investigators at the
2016 ASH annual meeting, held in San Diego, CA.

"We are very excited to share these results," Pagel said. "This study
showed we can get significantly more high-risk AML patients to a stem
cell transplant before their cancer recurs by simply working hard to
identify an appropriate donor and proceeding to transplantation as soon
as possible. When we do, more high-risk patients live longer and are
likely cured. This process may establish a new standard of care."

AML is a fast-growing type of cancer, common in the elderly, in which
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the bone marrow makes too many white blood cells. According to NCI
statistics, there will be an estimated 19,950 new cases of AML in 2016,
with an estimated 10,430 deaths, in the United States. Only 27 percent
of AML patients survive five years after their diagnosis, NCI data
shows. Some are at even greater risk. High-risk AML marked by certain
genetic mutations is more resistant to chemotherapy, and even if it
responds to chemotherapy, can more quickly cause relapse and death.

These high-risk patients are the population that Pagel and his team
wanted to help when they designed and launched S1203. Previous
research had shown that high-risk AML patients can live longer if they
use a donor's stem cells to get an allogeneic hematopoietic cell
transplant, or allogeneic HCT, after chemotherapy and before a relapse.
But only about 40 percent of these high-risk patients do so. An
allogeneic HCT is a complicated process of transplanting a type of stem
cell from healthy donors, or in select cases, from cord blood, to patients
with certain cancers of the bone marrow and blood.

Could Pagel and his team more quickly identify high-risk AML patients,
and more quickly get them a transplant? If they did, how much of a
difference would it make to their survival?These are the questions the
SWOG team set out to answer.

To more rapidly identify high-risk patients, the SWOG team created a
protocol that involved running a DNA test on patients immediately upon
their AML diagnosis. The test checks for genetic mutations that signal
high-risk - and likely extremely difficult to cure - variants of the disease,
with results returning in about a week. Working with the National
Marrow Donor Program (NMDP), they also created a process to rapidly
identify stem cell donors for these high-risk patients. All patients in the
trial got a cheek swab upon diagnosis, and DNA on the swab was used to
find a donor in the worldwide registry, or investigators worked with
relatives, such as siblings, to find a match even while the patient was
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undergoing chemotherapy. This coordinated, proactive approach is
different. Often, doctors and patients wait until after chemotherapy,
when the cancer returns, to begin to seek an allogeneic HCT.

Pagel and his team enrolled 738 eligible patients to the trial, and 159 of
them - or about 22 percent - were identified as high-risk. Out of 159
high-risk patients, 107 had the stem cell transplant. The results were
clear. Pagel and his team increased the transplant rate for high-risk
patients from the 40 percent standard to a whopping 64 percent. And
two-year survival for high-risk patients also increased significantly.
Typically, only about 22 percent of high-risk patients survive two years
after their cancer diagnosis. Pagel and his team saw that two-year
survival rate increase to 45 percent for high-risk patients who got the
transplant.

m

"The big message here is 'Don't delay identifying a donor,"" Pagel said.
"Find these high-risk patients fast - and get them a transplant fast - and
you can save lives. This only requires a simple, coordinated approach to
testing and transplant searches. It's not complicated, but it makes an
impact."
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