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DR LOVE: Would you provide your perspective on the role, if any, of the Oncofype
DX Colon Cancer assay in the management of Stage II disease?

DR GOLDBERG: We are observing better outcomes for patients with Stage II colon
cancer based on improved surgical techniques and earlier screening. So now, even for
untreated patients, we’re seeing a 5-year survival rate of approximately 90%.

I believe that the Oncotype DX assay and similar tests such as ColoPrint® and others
have contributed somewhat to this. The Oncotype DX Colon Cancer assay provides a
Recurrence Score based on 7 cancer-related genes that can complement tumor stage

and mismatch repair status in the assessment of a patient’s risk. Unlike the Oncotype DX
assay for patients with breast cancer, which is both prognostic and predictive, the colon
cancer assay is only prognostic.
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I occasionally order the assay in my practice. My reflex for patients with Stage II disease
is to tell them that I don’t believe they need chemotherapy, but I do advise them of the
QUASAR data, which reported a 3.6% improvement in 5-year survival for patients
with Stage II colon cancer treated with chemotherapy versus surgery alone (QUASAR
Collaborative Group 2007).

If patients strongly desire chemotherapy, I ask them, “If your Recurrence Score predicts
that you have a 9% recurrence risk versus a 25% recurrence risk, will that make a differ-
ence to you in whether you take treatment or not?” If they reply yes, then I order the
test (Gray 2011; [4.1]).

QUASAR/Oncotype DX Results: Assessment of Recurrence
Risk for Patients with Stage Il Colon Cancer
Range of Surgery alone Kaplan-Meier estimate of
Recurrence (proportion of of recurrence risk at 3 years
Recurrence risk group Score patients) with surgery alone
Low (n = 311) <30 43.7% 12%
Intermediate (n = 218) 30-40 30.7% 18%
High (n = 182) >41 25.6% 22%

Methods: Study analyzed relationship between the Recurrence Score (RS) and risk of recurrence
in patients treated with surgery alone and between Treatment Score (TS) and benefits of adjuvant
fluoropyrimidine chemotherapy.

Conclusions: The continuous 12-gene RS has been validated in a prospective study for assessment of
recurrence risk in patients with Stage Il colon cancer after surgery and provides prognostic value that
complements T stage and MMR. The TS was not predictive of chemotherapy benefit.

Gray RG et al. J Clin Oncol 2011;29(35):4611-9.
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DR LOVE: What are your thoughts on the use of FOLFIRINOX in the systemic
management of pancreatic cancer?

DR GOLDBERG: A study that was published last year investigating the use of
FOLFIRINOX versus gemcitabine in pancreatic cancer demonstrated a median overall
survival of approximately 1 year with FOLFIRINOX (Conroy 2011; [4.2]). The
FOLFIRINOX regimen is intensive, and not every patient can tolerate it. The dose has
to be adjusted for certain patients, but at least it is a step forward. Those of us who have
experience with this regimen have been pleased with the tolerance and the response rate.

I administer FOLFIRINOX in practice, although the patients I see are often older,
with comorbidities and a performance score of 2, so I'm not so enthusiastic. I give
younger patients with metastatic disease and a performance score of O the option of
receiving the more aggressive FOLFIRINOX regimen. I also tell patients that they
could receive gemcitabine, which is easier to tolerate and has less toxicity but a modest
response rate. I let the patient participate in the decision-making regarding which
chemotherapy to use. m
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Efficacy of FOLFIRINOX versus Gemcitabine in a Phase II/lll Study
of Initial Therapy for Metastatic Pancreatic Cancer

Gemcitabine FOLFIRINOX
(n=171) (n=171) Hazard ratio p-value
ORR 9.4% 31.6% Not reported <0.001
PFS 3.3 mo 6.4 mo 0.47 <0.001
0S 6.8 mo 11.1 mo 0.57 <0.001

Select Grade >3 adverse events occurring in >5% of patients

Gemcitabine FOLFIRINOX

Adverse events (n=171) (n=171) p-value
Neutropenia 21.0% 45.7% <0.001
Febrile neutropenia 1.2% 5.4% 0.03
Thrombocytopenia 3.6% 9.1% 0.04
Diarrhea 1.8% 12.7% <0.001
Sensory neuropathy 0% 9.0% <0.001

Conclusions:

e FOLFIRINOX was associated with a survival advantage and had more toxicity compared to
gemcitabine.

e FOLFIRINOX is an option for patients with metastatic pancreatic cancer and good performance
status.

ORR = objective response rate; PFS = progression-free survival; OS = overall survival

Conroy T et al. N Engl ] Med 2011;364(19):1817-25.
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