CYRAMZA (RAMUCIRUMAB) IN COMBINATION WITH
ERLOTINIB FOR FIRST-LINE TREATMENT OF METASTATIC
NON-SMALL CELL LUNG CANCER WITH ACTIVATING
EGFR MUTATIONS

ADDENDUM TO THE SPONSOR BRIEFING DOCUMENT

ONCOLOGIC DRUGS ADVISORY COMMITTEE

MEETING DATE: 26 FEBRUARY 2020

ADVISORY COMMITTEE BRIEFING MATERIALS:
AVAILABLE FOR PUBLIC RELEASE

Cyramza
Oncologic Drugs Advisory Committee

TABLE OF CONTENTS
Table of Contents........................................................................................................................2
List of Tables ..........................................................................................................................3
List of Figures .........................................................................................................................4
1

Overall Survival Update per FDA Request ..........................................................................5

Page 2 of 9

Cyramza
Oncologic Drugs Advisory Committee

List of Tables
Table 1: Summary of Unplanned Interim Overall Survival at the Primary Data Cutoff Date and
at the Updated Data Cutoff Date, ITT Population........................................................6
Table 2: Hazard Ratio Projections at Final Overall Survival Analysis at 300 Events .................8

Page 3 of 9

Cyramza
Oncologic Drugs Advisory Committee

List of Figures
Figure 1: RELAY Kaplan-Meier Plot of Unplanned Interim Overall Survival (Data Cutoff Date:
31 December 2019) (ITT Population)..........................................................................7
Figure 2: Parametric Survival Analysis of Overall Survival in RELAY......................................8

Page 4 of 9

Cyramza
Oncologic Drugs Advisory Committee

Figure 1:
RELAY Kaplan-Meier Plot of Unplanned Interim Overall Survival (Data
Cutoff Date: 31 December 2019) (ITT Population)

Abbreviations: CI = confidence interval; ERL = erlotinib; HR = hazard ratio; ITT = intent to treat; N = number
of patients; PBO = placebo.
Stratified by the randomization strata (EGFR mutation type, gender, region, and EGFR testing method).

Lilly has conducted a parametric survival analysis of the current OS data (with 125 events)
which facilitates projections of the hazard ratio (and median survival by arm) upon the final OS
analysis at 300 events. Briefly, the procedure was the following: (1) fit separate Bayesian
Weibull models (with non-informative priors) to the survival data in each study arm, (2) simulate
the mature dataset at the future 300 events via a Monte-Carlo sampling approach in which the
current dataset is augmented with draws from the posterior predictive distribution of
(conditional) failure times for each presently censored patient, and (3) fit the usual Cox
proportional hazards model to each of the simulated future datasets. The fitted Weibull curves
are plotted against the nonparametric (Kaplan-Meier) curves in Figure 2 from which we note
adequacy of fit and an increasing separation between the curves over time. This indicates that
early looks at the (immature) OS data have possibly underestimated the final effect-size due to a
potentially non-constant hazard ratio over time.
Upon the final analysis at 300 total OS events, the projected Kaplan-Meier estimate of median
OS in the Cyramza plus erlotinib arm is 58.0 months (95% CI: 49.2-73.6) versus 51.6 months
(95% CI: 45.8-61.4) in the placebo plus erlotinib arm.
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These data from RELAY, showing no detriment in OS with Cyramza plus erlotinib, are
additionally supported by the prior demonstration of OS benefit in REVEL, a study of Cyramza
in combination with docetaxel in patients with metastatic NSCLC, including those with EGFR
tumor aberrations, with disease progression on or after platinum-based chemotherapy.
Cyramza plus erlotinib demonstrated a large and clinically meaningful improvement in PFS, an
extended duration of response, no detriment in survival, and a well-tolerated safety profile
compared with placebo plus erlotinib. This demonstrates a positive benefit-risk and supports
approval for Cyramza in combination with erlotinib in patients with metastatic NSCLC with
activating EGFR mutations. Approval of this combination will expand the selection of first-line
options available for the treatment of metastatic EGFR-mutant NSCLC, providing oncologists
with a valuable new targeted therapeutic strategy to treat their patients.
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