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Dear NCCN Guidelines Panel,

On behalf of Genentech, Inc., the FDA approval and previously presented data from the Phase llI
IMpower110 study evaluating Tecentrigq® (atezolizumab) monotherapy for the first-line treatment of
programmed death ligand-1 (PD-L1)-selected non-small cell lung cancer (NSCLC) was previously
submitted to NCCN in June 2020.13 As follow-up, IMpower110 trial results are now published in the New
England Journal of Medicine, and are enclosed for your review and updating needs.*

Request:

Please consider upgrading Tecentrig monotherapy to a Category 1, Preferred option for first-line therapy
in patients with PD-L1 expression positive (= 50%) advanced or metastatic NSCLC (NSCL-30, NSCL-I 1
of 2, relevant discussion sections [MS-60-61], and references).

Rationale:

IMpower110 was a Phase 3 trial conducted to evaluate the efficacy and safety of Tecentrig monotherapy
compared with platinum-based chemotherapy as first-line treatment for patients with chemotherapy-
naive, PD-L1-selected, metastatic NSCLC, independent of tumor histology.* Data from the Phase Il
IMpower 110 study have previously been presented.?3

The primary endpoint was overall survival (OS), sequentially tested in the following subgroups of patients,
excluding those with EGFR or ALK genomic tumor aberrations: TC = 50% or IC = 10%; TC=5% or IC =
5%;and TC21%orIC 2 1%.*

Efficacy:!

e Atotal of 572 patients were randomized to receive either Tecentrig monotherapy or platinum-
based chemotherapy. The population with EGFR and ALK wild-type tumors comprised 554
patients (277 patients in each group).

e Overall, in the population with EGFR and ALK wild-type tumors, 107 patients (38.6%) in the
Tecentrig monotherapy group and 98 (35.4%) in the chemotherapy group had high expression of
PD-L1.

e At the time of interim analysis, median survival follow-up time was 15.7 months. Tecentriq
monotherapy (n=107) demonstrated a statistically significant improvement in OS for patients with
high PD-L1 expression (TC = 50% or IC = 10%), showing prolonged median OS compared to
chemotherapy (n=98; 20.2 vs. 13.1 months, respectively; HR=0.59 [95% CI, 0.40-0.89], p=0.01).

e There was no statistically significant difference in OS for the TC 2 5% or IC 2 5% and TC =2 1% or
IC = 1% subgroups at the interim or final analyses.

In a pre-specified, exploratory analysis, consistency in efficacy outcomes were observed across high PD-
L1 expression subgroups regardless of assay used (VENTANA PD-L1 [SP142] and [SP263] Assays, and
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the Dako PD-L1 22C3 pharmDx). Median OS in the high PD-L1 expression subgroups favored treatment
with Tecentriq regardless of assay used (Fig 2A-C).

Safety:!

Overall, the safety profile for Tecentrig was consistent with prior observations, with no new safety signals
identified. Fatal adverse reactions occurred in 3.8% of patients in the Tecentrig arm and 4.2% of patients
in the chemotherapy arm. Grade 3 or 4 adverse events were reported in 30.1% of patients receiving
Tecentrig and 52.5% of patients receiving chemotherapy. The most common Grade 3 or 4 adverse
events occurring in >2% of patients in the Tecentriq arm included hyponatremia (2.1%), hyperkalemia
(2.1%), and pneumonia (2.4%). Grade 3 or 4 immune-mediated adverse events, regardless of whether
they required treatment with systemic glucocorticoids, endocrine therapy, or other immunosuppressants,
occurred in 6.6% of patients receiving Tecentriq. Please refer to Tables 2, S7, and S9 for the full list of
adverse events.

FDA Clearance:*

e The aforementioned data reflect an FDA-approved use for Tecentriq. 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

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,
Aileen Le, Pharm.D, BCPS
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