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Submitted by:

Ellen Yang, Pharm.D.

Managed Care Medical Communications, Medical Affairs
Genentech, Inc.

1 DNA Way

South San Francisco, CA 94080

Phone: (800) 821-8590

Email: genentechmedinfo-d@gene.com

Date of request: July 24, 2019

NCCN Guidelines Panel: Breast Cancer

Dear NCCN Guidelines Breast Panel:

Please find references for your review regarding Tecentriq® (atezolizumab), Perjeta® (pertuzumab) and
Kadcyla® (ado-trastuzumab emtansine). This submission also references Herceptin® (trastuzumab).

Requests:
1. Consider the enclosed IMpassion130 posters and presentation on the use of Tecentriq plus

paclitaxel protein-bound for the treatment of patients with unresectable locally advanced or
metastatic triple negative breast cancer (TNBC) whose tumors express PD-L1 for your drug
information updating needs. Primary efficacy and safety results were previously submitted.

2. Consider the enclosed CLEOPATRA poster of Perjeta plus Herceptin plus docetaxel in the first-
line treatment of patients with metastatic breast cancer (MBC) for your drug information updating
needs.

3. Consider the enclosed KATHERINE presentation on the use of Kadcyla in the adjuvant treatment
of patients with HER2-positive early breast cancer who had had residual invasive disease after
neoadjuvant systemic therapy for your drug information updating needs. Primary efficacy and
safety results were previously submitted.

4. Consider the enclosed KRISTINE publication on the use of Kadcyla plus Perjeta in the adjuvant
treatment of patients with HER2-positive early breast cancer (EBC).

Key Takeaways: Tecentriq

e The second interim analysis of the IMpassion130 trial maintained a numerical median overall survival
(OS) improvement in the PD-L1+ population of patients receiving Tecentriq plus nab-paclitaxel in the
first line metastatic TNBC setting.!? These results were consistent with the first interim analysis.? An
updated safety analysis reported no cumulative toxiciities and no new- or late-onset safety signals
were observed.® There were no difference in time-to-deterioration in health-related quality of life, a
pre-specified endpoint, between the treatment arms for the intent-to-treat or PD-L1-positive
population.45

Key Takeaways: Perjeta

e The descriptive end-of-study analysis of the CLEOPATRA trial provided 8-year follow-up survival and
safety data of Perjeta plus Herceptin plus docetaxel in patients with HER2-positive MBC.6 The
Perjeta plus Herceptin plus docetaxel arm reported a numerical OS benefit compared with the
Herceptin plus docetaxel arm. The long-term overall safety and cardiac safety profiles for Perjeta
plus Herceptin plus docetaxel also remained consistent with previous reports.

Key Takeaways: Kadcyla

e The pre-specified patient-reported outcomes (PRO) analysis of the KATHERINE study reported that
at some point timepoints, patients in the Kadcyla arm showed deterioration in some symptoms
compared with Herceptin; however, baseline global health status and functioning were generally
maintained in both arms over the treatment course.”8

e The final analysis of the KRISTINE study provided 3-year efficacy, safety, and PROs of neoadjuvant
Kadcyla plus Perjeta vs. Herceptin plus Perjeta plus conventional systemic chemotherapy in Stage II-
Il HER2-positive breast cancer patients.® The primary endpoint of pathological complete response
(pCR) was not met and results were previously published.'® Secondary endpoints were not powered
to detect statistically significant differences. Grade =3 adverse events (AE) were more common in
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the Kadcyla plus Perjeta arm during the adjuvant treatment period, though Grade =3 AEs were less
common in the Kadcyla plus Perjeta arm during the neoadjuvant treatment period.

FDA Clearance:

Tecentriq is FDA-approved for use in the PD-L1 positive metastatic TNBC. Please refer to the product
prescribing information for the full FDA-approved indications and safety information, available at:
https://www.gene.com/download/pdf/tecentriq_prescribing.pdf

Kadcyla is not FDA-approved for use in the early and metastatic HER2-positive breast cancer.
Please refer to the product prescribing information for the full FDA-approved indications and safety
information, available at: https://www.gene.com/download/pdf/kadcyla_prescribing.pdf

Perjeta is FDA-approved for use in the early and metastatic HER2-positive breast cancer. Please
refer to the product prescribing information for the full FDA-approved indications and safety
information, available at: https://www.gene.com/download/pdf/perjeta_prescribing.pdf

Herceptin is FDA-approved for use in the early and metastatic HER2-positive breast cancer. Please
refer to the product prescribing information for the full FDA-approved indications and safety
information of Herceptin, available at: https://www.gene.com/download/pdf/herceptin_prescribing.pdf

Any references supplied to you are protected under U.S. Copyright Law (Title 17, U.S. Code). No further
reproduction is permitted.

Thank you for your consideration and | hope this information is helpful to you. If you have any questions,
please contact us at the phone number and email provided above.

Respectfully submitted,
Ellen Yang, PharmD
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