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NCCN Guidelines Panel: Colon and Rectal Cancer
On behalf of Genentech, Inc., I respectfully request the NCCN Colon and Rectal Cancer Guideline Panel
to review the enclosed recent key presentation for:


Zelboraf® (vemurafenib): BRAF mutation-positive metastatic colorectal cancer (mCRC)
Kopetz S McDonough S Lenz HJ et al. Randomized trial of irinotecan and cetuximab with or
without vemurafenib in BRAF-mutant metastatic colorectal cancer (SWOG S1406). Presented at
the 2017 ASCO Annual Meeting in Chicago, IL; June 2-6, 2017. ASCO Oral Presentation 3505.
http://abstracts.asco.org/199/AbstView_199_194502.html

Specific Changes:
 Consider the updated trial information on the use of Zelboraf with cetuximab and irinotecan as
therapy in patients with BRAF mutation-positive previously treated mCRC for inclusion in the
NCCN Colon and Rectal Cancer Guidelines.
FDA Clearance:
 Zelboraf is not FDA-approved for treatment of patients with BRAF mutation-positive mCRC.
 Zelboraf is FDA-approved for the treatment of patients with unresectable or metastatic melanoma
with BRAF V600E mutation as detected by an FDA-approved test. Zelboraf is not indicated for
treatment of patients with wild-type BRAF melanoma.
Please refer to the product prescribing information for the full FDA-approved indications and safety
information.
 Full Zelboraf® prescribing information available at:
http://www.gene.com/download/pdf/zelboraf_prescribing.pdf
Rationale:
In the Principles of Pathologic Review section (COL-A, 4 of 5; REC-A, 5 of 6) of the Colon and Rectal
Cancer Guidelines, KRAS, NRAS and BRAF mutation testing is recommended for all patients with
mCRC. SWOG 1406 provides trial results for patients with BRAF mutation-positive mCRC who have
received 1 or 2 prior systemic regimens.
In follow up to our previous submission, updated results of SWOG 1406, a Phase 2, randomized, open
label, multicenter trial, were presented at the recent ASCO annual meeting. This study was conducted to
evaluate irinotecan and cetuximab with or without Zelboraf in patients with BRAF V600E mutation and
extended RAS wild type mCRC who had received 1 or 2 prior regimens. The results were reported on 99
evaluable patients (49 patients in the experimental arm) after a median follow-up of 7.3 months.
The primary endpoint of progression-free survival (PFS) was met and was significantly improved in
patients who received Zelboraf in addition to irinotecan and cetuximab (hazard ratio 0.48; 95% CI, 0.310.75; p=0.001), with a median PFS of 4.3 vs 2 months. In the 93 patients with measurable disease, partial
response rates were 16% vs 4%, and disease control rates were 67% vs 22% for Zelboraf, irinotecan,
and cetuximab vs irinotecan and cetuximab, respectively.
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Overall survival was not statistically significantly different in the 2 groups (hazard ratio 0.73; 95% CI 0.451.17; p=0.19); the median overall survival was 9.6 months vs 5.9 months in the Zelboraf vs control arm.
Twenty-four patients (48%) had crossed over from the control arm to the experimental arm at the time of
the report.
Grade 3/4 adverse events that occurred more frequently in the Zelboraf arm were neutropenia (33% vs
7%), diarrhea (24% vs 13%), nausea (20% vs 2%) anemia (13% vs 0%), dehydration (11% vs 7%),
febrile neutropenia (11% vs 4%), and arthralgia (7% vs 0%). Rates of fatigue and rash were similar in the
2 arms of the study. Treatment discontinuation due to AEs were 16% in the Zelboraf, irinotecan, and
cetuximab arm and 6% in irinotecan and cetuximab arm.
The Phase 1B study that established tolerability and preliminary activity of Zelboraf in combination with
1
irinotecan and cetuximab in patients with BRAF mutation-positive mCRC have been published.
Currently, we are not aware of any additional clinical trials (completed, ongoing, or planned) for Zelboraf
with irinotecan and cetuximab in patients with BRAF mutation-positive mCRC.
I hope this information is helpful to you. Taken together this data supports a treatment option for this
subgroup of patients. If you have any questions, please contact me directly at 650-922-6708 or by email
at kim.susie@gene.com.
Any references supplied to you are protected under U. S. Copyright Law (Title 17, U.S. Code). No further
reproduction is permitted.
Respectfully submitted,

Susie Kim, Pharm.D.
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