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Global study sets new risk-based standard to personalize chemotherapy for
colon cancer after surgery
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After surgery for lymph-node positive colon cancer (stage Ill), some patients may only need half of the long-standing
standard course of chemotherapy. In an analysis of six clinical trials with over 12,800 patients, three months of
chemotherapy was nearly as effective as six months in patients with relatively lower recurrence risk and caused fewer side
effects, particularly nerve damage.

These data were presented in ASCO's Plenary Session, which features four abstracts deemed to have the greatest
potential to impact patient care, out of the more than 5,000 abstracts featured as part of the 2017 American Society of
Clinical Oncology (ASCO) Annual Meeting.

Chemotherapy lowers the chance of cancer recurrence after colon cancer surgery. Since 2004, the standard adjuvant
treatment has been a combination of chemotherapies (FOLFOX or CAPOX), given over a period of six months.

The goal of this study, which pooled data from 6 studies conducted in North America, Europe, and Asia, was to determine if
three months of chemotherapy was as effective as 6 months. While the primary endpoint was not proven statistically, a
shorter, 3-month course of chemotherapy was associated with a less than 1% lower chance of being colon cancer free at
three years compared to the standard 6-month course (74.6% vs. 75.5%). In patients considered at low risk of cancer
recurrence (60% of patients in the study), the difference was even smaller (83.1% in patients receiving a 3-month course
vs. 83.3% in patients receiving a 6-month course).

"Our findings could apply to about 400,000 colon cancer patients worldwide every year. For 60% of these patients, who
have lower risk for cancer recurrence, three months of chemotherapy will likely become the new standard of care," said
senior study author Axel Grothey, MD, an oncologist at the Mayo Clinic Cancer Center in Rochester, Minnesota. "Patients
with higher risk colon cancer, however, should discuss these results with their doctor to see if a shorter course of therapy
would be right for them, taking into account their preference, age, and ability to tolerate chemotherapy.”

A key side effect of one of the chemotherapies in the regimen — oxaliplatin — is nerve damage, which can result in
permanent numbness, tingling, and pain. The longer a patient receives oxaliplatin, the greater the chance for severe and
long-lasting nerve damage. Nerve damage (numbness/tingling of the hands and feet) was substantially less common in
patients receiving a 3-month course of chemotherapy vs. a 6-month month course (15% vs. 45% with FOLFOX and 17%
vs. 48% with CAPOX).

"Many side effects of chemotherapy, such as hair loss, go away over time, but nerve damage is a side effect some patients
have to deal with for the rest of their lives," said Dr. Grothey.

This study is a prospective, pre-planned analysis of pooled data from six concurrent, phase Il clinical trials conducted in 12
countries. It was established more than 10 years ago as so-called IDEA collaboration (International Duration Evaluation of
Adjuvant therapy). A steering committee oversaw the study design, and an independent statistical center reviewed the
results from all six clinical trials (findings from three of which are being presented at the ASCO Annual Meeting). The study
received public funding only.

"We needed this large number of patients to answer the study question, but at the time this study began in 2007 it was not
possible to run one study of that size anywhere in the world," said Dr. Grothey. "With more than 12,834 patients, this is the
largest collaboration of its kind in oncology."

Patients were followed for a median time of 39 months. For all patients combined, the rate of disease-free survival at three
years was slightly lower with three months of chemotherapy than with six months of chemotherapy (74.6% vs. 75.5%). The
type of chemotherapy regimen selected affected the difference in 3-year disease-free survival between the 3-month and
6-month treatment duration (75.9% vs. 74.8% with CAPOX and 73.6% vs 76.0% with FOLFOX), although the difference
was relatively small in both cases.

In the subset of patients with lower risk colon cancer (defined as cancer spread to 1-3 lymph nodes and not completely
through the bowel wall), the disease-free survival rate at three years was almost identical for those who received 3 (83.1%)
and 6 months of chemotherapy (83.3%).

The rate of clinically meaningful (grade 2 or greater) nerve damage differed depending on the type of chemotherapy
regimen received, but was consistently higher for people who received 6 months versus 3 months of chemotherapy (45%
vs. 15% with FOLFOX and 48% vs. 17% with CAPOX).

"Aside from nerve damage, longer chemotherapy also means more diarrhea and fatigue, more doctor appointments, blood
draws, and time away from work and social interactions," said Dr. Grothey.

"This is extremely important work that will affect the lives of many of my patients hopefully tomorrow, and will allow us to
provide a more personalized approach to our patients with colon cancer. Although addressing the question, ‘can we give
less treatment?' is of major importance to patients and their doctors, it is rare to see this type of study. Given that these
questions are unlikely to be of interest to the pharmaceutical industry, federal support for these trials is critical," said Dr.
Baxter.

"In this case, less is more. We're now able to spare many patients with colon cancer unnecessary side effects of an
additional three months of chemotherapy without compromising results. This study is an excellent example of how existing
treatments can be refined to work even better for patients," said ASCO Expert Nancy Baxter, MD.

This study was funded by grants from the Medical Research Council, National Institute for Health Research, National
Cancer Institute, Italian Agency for Drugs (AIFA), Japanese Foundation for Multidisciplinary Treatment of Cancer, French
Ministry of Health, and French National Cancer Institute (Inca).

ASCO2017%5%

[News 01]
gy“/ DEPDKBHPABREIAIZETE
)

[News 02]
PREDABRZOEFHRIER

[News 03]
DTIERREISID A DBREELESES

[News 04]
TEEDABERERDRRER S A T AR IVIE
SEFRZHNET D

[News 05]
DIF AERICE DR OHPVREDER R

[News 06]
REEBDAICT T 2%

[News 07]
EREZECHRET D IITIN—ADI AT I
IFBEOETFIARERICIRIID

[News 08]
Olaparibl$BRCARIEELTS EZL D A DIETE
TEEXES

[News 09] )
i%'&%%ﬂit:iﬂ'é%ﬁt&&{ TDRERE

[News 10]
EGFREFERBG MDA DA
DuEe

[News 11]
7[;_'7? Z 7S A DEIEREFEAR EH

=]

REAEADPADIATEETEES

[News 13]
ggﬁzl’fﬁﬁﬂgﬁﬁﬁﬁﬂiﬁﬁ,tcawé%&o)

[News 14]
Larotrectinibld Z AR EB X1 IR
Thd

[News 15]
BB IORHA @H%T’f??‘u‘?ﬁlifﬁ%@ﬂﬁ
EZHERF BDICIRIL

[News 16]
Hcgidﬂ)iﬁitdﬁ"é?ﬂ&)’(@% EEEDIK
N

[News 17]
DEMNTARDABEDOENZREINT S

[News 18]
DARBEROITIRISBRERZ LRSER
0y

[News 19]
TERESIC KD MRS EE(R TE IS IR AR
BRMBEEEDNDHD

[News 20]
DIEMN AEDABROER W%

News 06




