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SYNOPSIS OF PROTOCOL

TITLE

An open-label, randomized, Phase Illb trial
evaluating the efficacy and safety of standard of care
+ continuous bevacizumab treatment beyond
progression of disease (PD) in patients with
advanced non-squamous non-small cell lung cancer
(NSCLC) after first (1%)-line treatment with
bevacizumab plus a platinum doublet-containing
chemotherapy

SPONSOR

F. Hoffmann-La Roche CLINICAL Ilib
Ltd. PHASE

INDICATION

Locally recurrent or metastatic non-squamous
NSCLC which has progressed beyond 1-line
treatment with bevacizumab plus a platinum doublet-
containing chemotherapy regimen and bevacizumab
(monotherapy) maintenance treatment

OBJECTIVES

Protocol MO22097 4.0

Primary:

e To assess the efficacy of continuous
bevacizumab treatment beyond PD1 as
measured by overall survival (OS).

Secondary:

e To assess the efficacy as measured by rate of 6-,
12-, and 18-month OS as measured from
randomization at 1% progression of disease
(PD1).

e To assess the efficacy as measured by
progression free survival (PFS) and time to
progression (TTP) from randomization at PD1, to
second (2™) PD (PD2) (PFS2, TTP2), and to
third (3™) PD (PD3)

e To assess the efficacy as measured by response
rates (RRs), disease control rates, and duration
of response at PD2 and PD3.

e To assess the efficacy in the subgroup of
adenocarcinoma patients.

e To assess the safety of bevacizumab treatment
across multiple lines of treatment.

Exploratory:
e To assess quality of life (QoL) through muiltiple
lines of treatment.

e To compare the efficacy between Asian and non-
Asian patients.

Exploratory analyses related to biomarkers:
e Specimens taken for biomarker research will be

18 August 2014 Page 10



used to:

o explore the correlation of biomarkers with
response rate, PFS and OS.

o investigate early, intermediate and late
escape mechanisms related to bevacizumab
in combination with standard of care (SOC)
treatment regimen

o explore the association between biomarkers
and disease response and adverse events

o develop biomarker assays and to establish
the performance characteristics of these
assays

Additional analyses will be specified in the Statistical
Analysis Plan.

TRIAL DESIGN

Multicenter, open-label, randomized, two-arm, phase
lllb trial. Patients will be enrolled at documentation
of PD1 after 4-6 cycles of 1°-line treatment with
bevacizumab plus a platinum doublet-containing
chemotherapy regimen and a minimum of two cycles
of bevacizumab  (monotherapy) maintenance
treatment prior to PD1. Patients will be randomized
in a 1:1 ratio to receive either bevacizumab plus
agents indicated for use in 2™ and subsequent lines
of treatment (hereafter referred to as SOC
treatment), or SOC treatment alone. No crossover is
permitted.

NUMBER OF PATIENTS

Approximately 500 patients

NUMBER OF CENTERS

Approximately 160 centers

TARGET POPULATION

Patients with locally recurrent or metastatic non-
squamous NSCLC.

LENGTH OF TRIAL

Recruitment period: Approximately 45 months.
Observation period: until 416 deaths are reported, or
60 months from study start, whichever occurs first.
All patients will be followed until death, loss to follow-
up, or trial termination.

END OF TRIAL

Until completion of observation period, or until the
last patient dies, whichever occurs first.

INVESTIGATIONAL MEDICAL
PRODUCT(S)
DOSE / ROUTE / REGIMEN

Protocol MO22097 4.0

Each cycle will have a duration of 21 days.

The approved (per label) dose (7.5 or 15 mg/kg i.v.)
and Q3W schedule of bevacizumab used during 1°-
line and maintenance treatment should be the same
dose and schedule administered to each patient
during the study. The same bevacizumab dose and
Q3W schedule must be continued throughout all
lines of treatment.

Patients with documented PD after 4-6 cycles of 15
line treatment with bevacizumab plus a platinum
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doublet-containing chemotherapy regimen and a
minimum  of two cycles of bevacizumab
(monotherapy) maintenance treatment prior to PD
will be randomized (1:1) as follows:

e Arm A: Bevacizumab 7.5 or 15 mg/kg i.v. on Day
1 every 21 days (+ 3 days) plus investigator's
choice of SOC agent indicated for use in 2" and
subsequent lines of treatment. Beyond PD3,
bevacizumab may be continued through
subsequent lines of treatment at the
investigator's discretion in the absence of
unacceptable toxicity or consent withdrawal.

e Arm_B: investigator's choice of SOC agent
indicated for 2"-line use on Day 1 every 21 days
(+ 3 days). Subsequent lines of treatment and
corresponding administration schedules will be
selected based on local practice. Patients
randomized to Arm B may not receive
bevacizumab.

NON-INVESTIGATIONAL
MEDICAL PRODUCT(S)

Labelled SOC agents for 2"-line treatment for
NSCLC will be limited to erlotinib, docetaxel or
pemetrexed. Only one agent may be used in any
given Cycle, but substitution is permitted for toxicity.
All 2"™-line agents need to be given on Day 1 every
21 days (+ 3 days).

Labelled SOC agents for 3line and beyond
treatment for NSCLC will be chosen by the
investigator, and will be administered according to
local practice.

COMPARATOR “DRUG” (or
STANDARD OF CARE)
DOSE/ ROUTE/ REGIMEN

This trial is comparing SOC plus bevacizumab vs.
SOC for patients who have progressed after
completion of 1°-line treatment with bevacizumab
plus a platinum doublet-containing chemotherapy
regimen and a minimum of two cycles of
bevacizumab (monotherapy) maintenance treatment.

INCLUSION CRITERIA

1. Signed informed consent prior to initiation of any
trial-specific procedure or treatment.

2. Age = 18 years.

3. Ability to comply with the protocol.

4. Histologically or cytologically (sample to be
obtained by biopsy or bronchoscopy, no rebiopsy
is needed at PD1) confirmed non-squamous
NSCLC with documented PD (locally recurrent or
metastatic) per investigator assessment following
1°.line treatment with 4-6 cycles of bevacizumab
plus a platinum doublet-containing chemotherapy
regimen and a minimum of 2 cycles of
bevacizumab (monotherapy) maintenance
treatment prior to PD1.

5. No treatment interruption of bevacizumab
treatment greater than 42 days between the start

Protocol MO22097 4.0
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N
a

15

of 1°-line treatment to start of Cycle 1 of 2™-line
treatment.

Randomization within 4 weeks of PD1.

At least 1 unidimensionally measurable lesion
meeting RECIST (v.1.1) criteria.

Eastern Cooperative Oncology Group (ECOG)
Performance Status (PS) 0-2.

Life expectancy 216 weeks by investigator
assessment.

. Adequate hematological function:
« Absolute neutrophil count (ANC) = 1.5 x 10%/L
« Platelet count = 100 x 10%/L

e Hemoglobin 29 g/dL (may be transfused to
maintain or exceed this level).

. Adequate liver function:

e Total bilirubin <1.5 x upper limit of normal
(ULN)

e Aspartate aminotransferase (AST) and
alanine aminotransferase (ALT) < 2.5 x ULN
in patients without liver metastases;
<5xULN in patients with known liver
metastases.

o Alkaline phosphatase (ALP) <2.5 x ULN (<5
x ULN for patients with known liver
involvement and <7 x ULN for patients with
known bone involvement).

. Adequate renal function:

e Serum creatinine < 1.25 x ULN or calculated
creatinine clearance = 50 mL/min

o Urine dipstick for proteinuria < 2+. Patients
discovered to have =2+ proteinuria on
dipstick urinalysis at baseline should undergo
a 24-hour wurine collecton and must
demonstrate < 1 g of protein in 24 hours.

. International normalized ratio (INR) <1.5 and

activated partial thromboplastin time (aPTT) < 1.5
x ULN within 7 days prior to randomization,
unless there is prophylactic use of anti-
coagulation. If local standards differ, equivalent
coagulation tests may be used.

. Patients with asymptomatic treated brain

metastases are eligible for trial participation.
Patients must complete treatment for brain
metastases  (radiotherapy  or  stereotactic
radiosurgery), including steroids, at least 14 days
prior to randomization. Treatment  with
anticonvulsants at the time of randomization (i.e.
> 28 days) is allowed as long as the anti-
convulsant is at a stable dose).

. Female patients must not be pregnant or breast-

Protocol MO22097 4.0
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feeding. Female patients of childbearing potential
(defined as < 2 years after last menstruation or
not surgically sterile) must use a highly effective
contraceptive method (allowed methods of birth
control, i.e. with a failure rate of less than 1% per
year, are implants, injectables, combined oral
contraceptives, intra-uterine device [IUD; only
hormonspirals], sexual abstinence or
vasectomized partner) during the trial and for a
period of at least 6 months following the last
administration of trial drug(s). Female patients
with an intact uterus (unless amenorrhoeic for the
last 24 months) must have a negative serum
pregnancy test within 7 days prior to
randomization into the trial.

. Fertile male patients must agree to use a highly
effective contraceptive method (allowed methods
of birth control, i.e. with a failure rate of less than
1% per year, include a female partner using
implants, injectables, combined oral
contraceptives, IUDs [only hormonspirals], sexual
abstinence or prior vasectomy) during the trial
and for a period of at least 6 months following the
last administration of trial drug(s).

EXCLUSION CRITERIA

Mixed, non-small cell and small cell tumors or
mixed adenosquamous carcinomas with a
predominant squamous component.
EGFR-mutation-positive disease according to
local laboratory testing. EGFR testing is not
mandatory. In centers where this is not routinely
done, patients with unknown EGFR mutation
status are allowed to participate in this trial.
History of pulmonary hemorrhage/hemoptysis =
grade 2 (defined as bright red blood of at least
2.5 mL) within 3 months prior to randomization.
Surgery (including open biopsy), significant
traumatic injury within 28 days prior to
randomization, or anticipation of the need for
major surgery during trial treatment.

Minor surgery, including insertion of an indwelling
catheter, within 24 hours prior to the first
bevacizumab infusion.

Evidence of tumor invading a major blood vessel
(e.g., pulmonary artery or superior vena cava) on
imaging.

Radiotherapy to any site for any reason within
28 days prior to randomization. Palliative
radiotherapy to bone lesions or the brain
2 14 days prior to randomization is allowed.
Current or recent (within 10 days prior to first
dose of bevacizumab) use of aspirin
(> 325 mg/day), clopidogrel (> 75 mg/day), or

Protocol MO22097 4.0
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current or recent (within 10 days prior to first
dose of bevacizumab) use of full-dose (i.e.
therapeutic dose) oral or parenteral
anticoagulants or  thrombolytic agent for
therapeutic purposes. Prophylactic use of
anticoagulants is allowed.

History or evidence of inherited bleeding
diathesis or coagulopathy with a risk of bleeding.

. Active gastrointestinal bleeding
11.

Inadequately controlled hypertension (blood
pressure: systolic > 150 mmHg and/or diastolic
>100 mmHg)  within 28 days  prior to
randomization or history of hypertensive crisis or
hypertensive encephalopathy

. Clinically significant (i.e. active) cardiovascular

disease (e.g. cerebrovascular accident [CVA] or
myocardial infarction within 6 months prior to
randomization, unstable angina, congestive heart
failure [CHF] New York Heart Association
[NYHA] Class 2 I, or serious cardiac arrhythmia
— see Appendix 8), that is uncontrolled by
medication or may interfere with administration of
trial treatment.

.Non-healing wound, active skin ulcer or

untreated bone fracture.

. History of abdominal fistula, gastrointestinal

perforation or intra-abdominal abscess within 6
months prior to randomization.

. Treatment with any other investigational agent

within 28 days prior to randomization. Patients in
the follow-up phase of 1°-line trials who fulfill all
eligibility criteria may be enrolled in this trial if the
1°.line protocol allows bevacizumab-based
treatment in the follow-up phase.

. Known hypersensitivity to bevacizumab or any of

its excipients, or any of the SOC agents
foreseen.

. Malignancy other than NSCLC within 5 years

prior to randomization, except for adequately
treated carcinoma in situ of the cervix, basal or
squamous cell skin cancer, localized prostate
cancer treated with curative intent, and ductal
carcinoma in situ (DCIS) treated surgically with
curative intent.

. Evidence of any other disease, neurologic or

metabolic dysfunction, physical examination
finding or laboratory finding giving reasonable
suspicion of a disease or condition that
contraindicates the use of an investigational or
SOC drug used in this study or puts the patient at
higher risk for treatment-related complications.

Protocol MO22097 4.0
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ASSESSMENTS OF:
- EFFICACY

Clinical assessments will include prior medical
history, prior cancer treatment and ECOG PS.

Tumor assessment and evaluation:

e Evaluation will be performed using RECIST
(v.1.1) criteria (see Appendix 1). Any response
that is detected will be confirmed by a follow-up
scan at least 4 weeks later.

e CT scans of chest and upper abdomen using i.v.
contrast will be performed at baseline. Other
modalities should be used as appropriate to
ensure that all known and suspected sites of
disease are adequately imaged and followed for
signs of PD per RECIST v1.1. Tumor
assessments must be performed using the same
imaging technique for a patient, throughout the
trial.

* |sotope bone scan at baseline for patients known
to have bone metastasis, or displaying clinical or
biological  signs (e.g., serum alkaline
phosphatase [ALP] > 1.5 ULN) of bone
metastasis. This procedure is not mandatory if
an [18]-fluorodeoxyglucose (18FDG) positron
emission tomography (PET) scan has already
been performed.

e Tumor assessments may also include a
respective CT / MRI scan of the brain in patients
with  symptoms/signs suggestive of central
nervous system (CNS) involvement or other
unexplained neurological symptoms.

To assess response rates and durations for 2"-line

efficacy, evaluations will use the tumor assessment

confirming PD1 as baseline (i.e. the latest
assessment prior to Cycle 1 of 2"-line treatment).

To assess response rates and durations for 3"-line

efficacy, evaluations will take the tumor assessment

confirming PD2 as baseline (i.e. the latest
assessment prior to cycle 1 of 3“-line treatment).

- SAFETY

All assessments will be performed as described in
the Schedule of Assessments (Table 1). Additional
assessments may be performed as clinically
indicated.

Data regarding significant medical history and
medical conditions and all ongoing adverse events
(AEs) and resolved AEs grade = 3 documented
during 1°-line and maintenance treatment will be
collected.

All AEs will be assessed using the National Cancer
Institute Common Terminology Criteria for AEs (NCI
CTC-AE) criteria (v. 4.0). All grades of AEs, serious

Protocol MO22097 4.0

18 August 2014 Page 16



adverse events (SAEs), and AEs of special interest
will be documented at each visit throughout the
entire trial.

The incidence of SAEs and non-SAEs related to
bevacizumab and/or SOC agents will be determined.
Additional information about AEs of special interest
(serious and non-serious) such as:

e Hypertension

e Reversible Posterior  Leucoencephalopathy
Syndrome (RPLS)

e Proteinuria

e Hemorrhage, with a focus on hemoptysis and
CNS bleeding

e Arterial and venous thromboembolic events
e Wound healing complications

e Gastro-intestinal perforation

e Fistulae

e CHF

will be captured. They will be followed up for 6
months after the last bevacizumab administration.

CT / MRI scan of the brain is not mandatory but
should be performed if there is a clinical suspicion of
CNS metastasis.

Left ventricular ejection fraction (LVEF) will only be
assessed in the event of symptomatic CHF and
should be repeated every 3 weeks until resolution or
stabilization of the event.

An independent Data Monitoring Committee (IDMC)
will ensure the safety and tolerability of the trial
regimen. A first safety assessment is planned after
150 randomized patients (approximately 75 per arm)
have been on trial for at least 2 months. Thereafter
safety assessments will be performed every 6
months. The IDMC will adapt a safety review
schedule if appropriate.

- PHARMACOKINETICS /
PHARMACODYNAMICS

Not applicable (NA)

- QUALITY OF LIFE (QoL)

QoL using the European Organization for Research
and Treatment of Cancer (EORTC) QLQ-C30/QLQ-
LC13 questionnaire will be assessed at the time
points listed in the Schedule of Assessments
(Table 1).

- EXPLORATORY
BIOMARKERS (non-DNA)

This as an optional part of the trial for which patients
will provide additional consent.

Roche Clinical Repository (RCR) blood and plasma
samples will be collected from consenting patients at
baseline (after documented PD1 and before
randomization) and after randomization every 4
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cycles (12 weeks) until end of treatment to:

e investigate early, intermediate and late escape
mechanisms related to bevacizumab and SOC
regimen

e investigate the association of biomarkers with
response and adverse reactions

e develop biomarker assays and to establish the
performance characteristics of these assays.

Sampling will stop in patients continuing treatment
beyond 4"-line. New markers are continually being
recognized as potentially correlating with efficacy
disease activity, safety or escape from treatment.
The definitive list of analyses remains to be
determined, but may include determination of
markers of angiogenesis (e.g. VEGF, VEGFR-1,
VEGFR-2, neuropilins, angiopoetins, PIGF).

All exploratory samples will be stored in the RCR,
which is a centrally administered facility used for the
long term storage of human biological specimens. All
RCR specimen(s) will be destroyed no later than 15
years after the final freeze of the respective clinical
database unless regulatory authorities require that
specimens be maintained for a longer period.

- EXPLORATORY
BIOMARKERS (DNA)

This as an optional part of the trial for which patients
will provide additional consent.
One specimen for inherited biomarker discovery will
be collected from all patients participating in this
clinical trial for pharmacogenetic and genetic
research before treatment start.

RCR DNA sampling will depend on the approval of
local ethic committees.

Polymorphisms of VEGF, VEGF receptors and
related genes have been evaluated in various
indications, including breast, gastric and renal cancer
either as prognostic or risk markers with variable
success. Recent analysis of polymorphisms in the
VEGF gene has revealed an association with various
genotypes and better OS.

All exploratory samples will be stored in the RCR,
which is a centrally administered facility used for the
long term storage of human biological specimens. All
RCR specimen(s) will be destroyed no later than 15
years after the final freeze of the respective clinical
database unless regulatory authorities require that
specimens be maintained for a longer period.

- EXPLORATORY
BIOMARKERS (TISSUE)

This as an optional part of the trial for which patients
will provide additional consent.

Tissue sampling will depend on the central/local
approval following the country specific regulations.

The following nents may be performed but
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are not limited to:
e Expression of neuropilin (NRP) 1

e Expression of VEGF (Vascular Endothelial
Growth Factor)

e Expression of VEGF-R1 (VEGF- Receptor)

e Expression of VEGF-R2

e Expression of CD31

e Expression of cMet

Additional methodologies may be applied for

corroboration, including RT-PCR (Reverse

transcriptase polymerase chain reaction), in situ

hybridization, and gene expression profiling. The

collected tumor tissue may be used to develop

diagnostic assays and might allow the generation of

statistically meaningful biomarker data.

All exploratory samples will be stored in the RCR,

which is a centrally administered facility used for the

long term storage of human biological specimens. All

RCR specimen(s) will be destroyed no later than 15

years after the final freeze of the respective clinical

database unless regulatory authorities require that

specimens be maintained for a longer period.

~ CLINICAL GENOTYPING

NA

(CG) SAMPLES
- MANDATORY NA
BIOMARKER SAMPLES
RANDOMIZATION Patients with documented PD1 will be randomized
PROCEDURES (1:1) via an IW/VRS system, through a central
stratified block randomization process using the
following stratification factors:
o Type of planned 2"-line SOC treatment (erlotinib
vs. docetaxel vs. pemetrexed)
e Number of cycles of bevacizumab maintenance
treatment (< 6 vs. > 6)
e Smoking status (never vs. former vs. current)
STATISTICAL ANALYSES: Sample size considerations:

The sample size calculation for this trial is based on
a 45-month recruitment period and minimum follow-
up of 12 months.

Assuming a median OS beyond progression (PD1)
of 10 months (1 year OS rate 43.5%) in the control
group, and 12.8 months (1 year OS rate 52.3%) in
the treatment arm (corresponding to a hazard ratio of
0.78) then approximately 416 events are required to
achieve 80% power for the log-rank test at a one-
sided significance level of 5%. To allow for a 2%
drop-out rate, approximately 500 patients are
required (250 per treatment arm). Under the study
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assumptions the time to observe 416 events is
estimated to be 57 months. The final efficacy
analysis will be conducted when either 416 events
are observed or after 60 months study duration,
whichever occurs first.

Efficacy:

The primary and secondary efficacy endpoint
analyses will be performed on the intent-to-treat
(ITT) population, defined as all consenting patients
randomized to trial treatment.

The primary efficacy analysis for this trial will
compare duration of OS beyond progression for
bevacizumab plus SOC treatment or SOC treatment
alone.

The duration of PFS (PFS2, PFS3) for patients who
have not died (or are not known to have died, or are
lost to follow-up) at the time of analysis will be
censored as of the date the patient was last known
to be progression-free. Differences in PFS between
treatment arms will be tested with a stratified
log-rank test (stratified on the stratification factors
used at randomization). Kaplan-Meier curves will be
displayed, with median PFS estimates and
confidence limits provided.

OS will be summarized by Kaplan-Meier curves.
Median survival estimates as well as associated
90% confidence intervals (Cls) will be reported for
each treatment arm. The OS estimates and
corresponding 90% Cls at 6-, 12- and 18 month will
be also presented. The difference in OS between the
treatment arms will be tested with a stratified log-
rank test.

Response rates and disease control rates will be
summarized by treatment arm and the estimated
difference in response rates and the associated
90% Cls will be provided. The Cochran-Mantel
Haenszel test, stratified by the same factors used at
randomization will be used to compare the overall
response rate between the treatment arms. An
unadjusted Chi-squared test result will also be
provided.

Differences in duration of response will be tested for
descriptive purposes with a stratified log-rank test.
Kaplan-Meier curves will be displayed, with median
duration estimates and confidence limits provided.
The efficacy analysis described above will be also
shown for the subgroup of:

e adenocarcinoma patients
e Asian and non-Asian patients.
More details will be specified in the Statistical
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Analysis Plan.

Safety:

All safety parameters will be presented based on the
safety population, defined as all patients who
received at least one dose of trial drug after
randomization.

AEs will be presented in frequency tables.
Laboratory data will be presented as summary
statistics for each sampling time point using both
shift and frequency tables. All AEs and abnormal
laboratory variables will be assessed using the
NCI CTC-AE v.4.0.

Descriptive statistics will be used to summarize
ECOG PS.

Vital signs will be presented in listings as well as in
summaries by time windows.

Information on trial drug will be summarized by
duration, starting dose and cumulative dose using
descriptive statistics.

Exploratory analyses will be done on all patients who
received at least one dose of trial drug after
enroliment.

Quality of Life (QoL):

QoL will be assessed using the core module,
EORTC QLQ-C30, and lung cancer specific module,
QLQ-LC13.

The QoL scales will be summarized by descriptive
summary tables at baseline (randomization at PD1)
and over time. Mixed model repeated measures will
be used to compare between arms in 2nd-line and
between lines of treatment. Missing data will be
handled according to the EORTC User’s Manual.

The proportion of patients with improvement,
degradation, or no change in their health related QoL
will be summarized by descriptive summary tables at
baseline and over time. The Cochran-Mantel
Haenszel test stratified by the same factors used to
stratify the randomization will be used to compare
the response rates between the treatment arms at
the end of treatment. An unadjusted Chi-squared
test result will also be provided. To demonstrate
time-to-deterioration in health-related QolL, Kaplan-
Meier will be used to estimate median time to
deterioration and stratified log-rank test will be used
to compare the distribution of time-to-deterioration
between treatment arms.

Biomarker Analysis:
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The analysis of the biomarkers will be performed in
order to evaluate the prognostic value of each
analyzed marker. Descriptive analysis will be
conducted first. The association between each
biomarker and prognosis will be analyzed by Cox
proportion hazards model and logistic regression for
time-to-event endpoints and tumor response
endpoints, respectively. The interaction between
treatment and each of the biomarkers on prognosis
will also be assessed. Exploratory descriptive and
graphical analyses of the time course of plasma
biomarkers and tumor size assessments will be
produced. Additional analyses will be specified in the
Statistical Analysis Plan.

PROCEDURES (summary):
Informed consent

Written, informed consent must be obtained before patients undergo any trial-related
procedures.

If site and patient agree to participate in the optional biomarker portion of the protocol, a
separate, written biomarker-specific informed consent must be obtained from the patient.

Screening / baseline period:

Only after provision of written, informed consent, potential participants will undergo the
following screening procedures no more than 28 days (unless otherwise noted) prior to
their first trial treatment, unless they have already been conducted within 28 days prior to
their first trial treatment as part of the patient’s routine clinical care:

e Demographics (including ethnicity), complete medical history, concurrent illnesses.

e Lung cancer history, including smoking history, prior surgery, radiotherapy,
chemotherapy and other anti-tumor treatment, AEs experienced during 1°“line
treatment with 4-6 cycles of bevacizumab plus a platinum doublet-containing
chemotherapy regimen, followed by a minimum of 2 cycles of bevacizumab
(monotherapy) maintenance prior to PD1 (ongoing AEs all grades; resolved AEs
grade 2 3, to be reported in medical history), results of histological/cytological
analyses, tumor location and staging, and genetic information (e.g. EGFR mutation
status) if available.

e Standard 12-lead electrocardiogram (ECG).

e Complete physical examination and measurement of vital signs (including height,
weight and blood pressure).

e ECOG PS assessment.
e Clinical laboratory testing should include:

o hematology (i.e. hemoglobin, hematocrit, red blood cell count, white blood cell
count including differential, platelet count)

o coagulation tests (INR and aPTT or equivalent)
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o serum chemistry (including total protein [or albumin only], AST/SGOT,
ALT/SGPT, ALP, total bilirubin, creatinine; Creatinine clearance will be
calculated)

o urinalysis by dipstick. In case proteinuria =2+ is detected by the dipstick
method, a 24-hour urine collection is needed to confirm renal function is within
acceptable limits (< 1 g per day).

e Pregnancy test: Women of childbearing potential will have a serum pregnancy test
no more than 7 days prior to the first trial treatment or no more than 14 days (with a
confirmatory urine pregnancy test within 7 days prior to Day 1, Cycle 1). This is not
required for women who have undergone, and have documentation of, a
hysterectomy.

e Tumor assessment and evaluation: Evaluation will be performed using RECIST
(v.1.1) criteria (see Appendix 1) within 28 days prior to the first dose of trial drug
treatment, with the aim being to assess tumor burden as close to the first dose as
possible.

o CT scans of chest and upper abdomen using i.v. contrast will be performed at
baseline. Tumor assessments must be performed using the same imaging
technique throughout the trial.

o PET scans and ultrasounds may not be used for tumor measurements

o Isotope bone scan at baseline for patients known to have bone metastasis, or
displaying clinical or biological signs (e.g., serum ALP > 1.5 ULN) of bone
metastasis. This procedure is not mandatory if an "®FDG PET scan has already
been performed.

o CT/MRI scan of the brain is not mandatory but should be performed if there is a
clinical suspicion of CNS metastasis.

e Adverse events: After informed consent, but prior to initiation of study medications,
only SAEs caused by a protocol-mandated intervention will be collected (e.g., SAEs
related to invasive procedures such as biopsies, medication washout, or no
treatment run-in). All other AEs should be documented with the medical history.

e QoL (EORTC QLQ-C30/QLQ-LC13).
e RCR sampling (optional):

o non-genetic plasma samples (2 x 6 mL); and

o agenetic whole blood sample (6 mL).

o 20 slides of formalin fixed tumor tissue embedded in paraffin blocks
Randomization

o After confirming eligibility, and after choice of 2"-line SOC therapy, patients will be
randomized (details see Section 5.2) in a 1:1 fashion to either

o Arm A: Bevacizumab 7.5 mg/kg i.v. or 15 mg/kg i.v. on Day 1 every 21 days (+ 3
days) together with SOC treatment

or

o Arm B: SOC treatment alone, every 21 days (+ 3 days) for 2"-line treatment.
SOC cycle length beyond 2™-line treatment will be according to local practice.

Treatment phase (2™ and later lines):
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Note: for the purposes of scheduling assessments and visits for 3“-line treatment and
beyond (as the SOC treatment may not be based on a 3-week cycle), “cycles” are based
on bevacizumab scheduling for Arm A. In Arm B, patient’s visits should occur Q3W if
possible, regardless of the SOC treatment schedule.

Prior to each trial drug administration (or every 3 weeks if SOC agent is not based on a
Q3W schedule), patients will undergo the following assessments according to the
Assessment Schedule:

Standard 12-lead ECG only if clinically indicated.

LVEF will only be assessed in the event of symptomatic cardiac failure and should
be repeated every 3 weeks until resolution or stabilization of the event. Same
assessment method should be used throughout the trial.

Complete physical examination and measurement of vital signs (weight and blood
pressure) no more than 3 days prior to Day 1 of each Cycle.

ECOG PS assessment at the commencement of each cycle and at progression of
disease.

Clinical laboratory testing, no more than 7 days prior to Day 1 of Cycle 1 and within 3
days of Day 1 of each subsequent Cycle, should include:

o hematology (e.g. hemoglobin, hematocrit, red blood cell count, full white blood
cell count including differential, platelet count)

o coagulation tests (INR and aPTT or equivalent) when clinically indicated
(Patients receiving full doses of coumarin derivatives at baseline should have two
consecutive INR measurements 1-4 days apart. Coagulation tests for the
patient on (prophylactic or full dose) anticoagulation treatment should be done at
least before start of every SOC cycle.)

o serum chemistry (including total protein [or albumin only], AST/SGOT,
ALT/SGPT, ALP, total bilirubin, creatinine, estimated CrCl)

Urinalysis by dipstick within 2 days of Day 1 of each cycle. In case proteinuria = 2+ is
detected by the dipstick method, a 24-hour urine collection is needed to confirm
renal function is within acceptable limits (< 1 g per day).

Pregnancy test: only if clinically indicated.

Tumor assessments will be performed every 2 cycles (+ 7 days) during 2™-line
treatment, and then every 3 cycles (+ 2 weeks) during 3“-line and subsequent
treatment, and at end of trial. Tumor assessment will not be repeated at the
commencement of the subsequent line, if last tumour assessment was within 28
days (i.e. then the first assessment for PD 2 will be before Cycle 3 2™-line; the first
assessment for PD 3 before Cycle 4 3™-line). The same imaging technique should
be used throughout the trial. Evaluations will be done according to RECIST v1.1. The
PD1 assessment will serve as baseline for determining PD2. The PD2 assessment
will serve as baseline for determining PD3, etc. A CT/MRI scan of the brain should
be repeated during the trial if CNS symptoms develop. Any response that is detected
will be confirmed by a follow-up scan at least 4 weeks later.

Adverse events: All grades of all AEs, SAEs and AEs of special interest will be
recorded at every visit.

Concomitant medications and treatment: only relevant medications (i.e. supportive
treatment for SOC treatment) used to treat NSCLC and to treat medically significant
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conditions and AEs are to be recorded (see Section 4.4). Radiotherapy and surgery
should also be recorded.

e QoL (EORTC QLQ-C30/QLQ-LC13) will be assessed within 3 days prior to Day 1 of
each cycle until Cycle 2 of 3-line treatment, then every 2" cycle up to an including
PD3 or until cessation of trial treatment, and then at trial termination.

e RCR sampling (optional) involves the collection of:

o a non-genetic plasma samples (2 x 6 mL) every 4 cycles (12 weeks, + 2 weeks)
during treatment and at end of treatment. These samples can also be taken on
Day 1 of the cycle immediately after the one specified in the table together with
laboratory assessment samples. In that case, care must be taken that the RCR
non-genetic blood sample is only drawn before any component of trial treatment
is administered. Sampling will stop for patients continuing treatment beyond 4™"-
line.

* |f the SOC agent needs to be discontinued due to toxicity or patient request:

o patients in arm A should continue to receive bevacizumab until the occurrence of
an unacceptable toxicity or until withdrawal of consent. No crossover is allowed.

o an alternative SOC agent may be commenced.

e If any or all SOC agent(s) needs to be discontinued due to toxicity or due to the
completion of the course of treatment, the patient should continue to receive
bevacizumab until the occurrence of an unacceptable toxicity or until withdrawal of
consent.

Post-therapy follow-up for patients who prematurely stop treatment:

Safety follow-up visit: 30 days (+ 2 days) after the last dose of bevacizumab (Arm A) or
SOC (Arm B), patients will undergo a safety follow-up assessment, including general
physical examination, vital signs, ECOG PS, all AEs, all SAEs, all AEs of special
interest, laboratory assessments, and concomitant medications and therapies. QoL will
also be assessed.

PD follow-up visit (prior PD 3): Patients for whom trial treatment was stopped will visit
every 12 weeks (+ 2 weeks) (first visit will be 8 weeks after the safety follow-up
assessment). Assessments will include general physical examination, vital signs, ECOG
PS (until PD3), tumor assessment (until PD3), all related SAEs, all AEs of special
interest for 6 months after drug cessation, and concomitant medications and therapies
(to PD3).

Survival follow-up (post PD 3): Following the Safety-FU visit/PD-FU visits (see above,
whichever occurs later), patients will be contacted every 12 weeks (+ 2 weeks) until trial
end in order to capture their survival status, and if applicable follow-up on related SAEs
and AEs of special interest for 6 months after drug cessation.

End of trial (all patients):

End of trial visit: This visit will be at trial end with the exception of patients who die before
trial end, withdraw consent to be followed up in the trial or are lost to follow-up.

Depending on the patient’s status at the end of trial visit, assessments will consist of
those specified for the respective visit. Example: A patient on treatment will be
scheduled for various assessments, incl. a tumor assessment (if not performed within 28
days), whereas for a patient in survival FU who stopped bevacizumab 8 months prior
only information about the potential death and related SAEs will be collected.

After study closure:
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After study closure, the Sponsor should be notified if the investigator becomes aware of
any death, serious adverse event, or other non-serious AEs of special interest occurring
at any time after a patient has discontinued study participation regardless of the
relationship to the study drug. The investigator is not required to actively monitor patients
after the study has ended.
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Table 1 Schedule of Assessments

Pretreatment Treatment Period Fallowjupifor patisnts) End of stud
Baseline stopping treatment prematurely Yy
Screening Every 12
within day 1 " - Fourth-line Every 12 very
. of cycle 1 Seconcling) hirdiine & beyond Day 30 ik Study
Cycle or interval prior to each | ) | priorto priorto | (2¢ays)  Weeks prior oot
® ‘ermination
Sachic el each cycle’ to PD3®
Informed Consent X
o 3
Eligibility Criteria X
Demographics, X ; :
Medical History, and ) o
Concurrent lliness P b
Lung Cancer X R R
History? E E
R S - s
ECG X A | Asdinically | g | Ascinically | g | Asdinically | As clnically As clinically
N | indicated | | indicated | | | indicated | indicated indicated
Left Ventricular D | Asclinically | O | Asclinically | O | Ascdlinically | As clinically As clinically
Ejection Fraction 0| indicated | N | indicated | N | indicated | indicated indicated
Physical Exam and X H X X X X X X
Vital Signs® z o o
F F
ECOG PS X | A X X X X X X
Hematology® x |1 X b X N X X X
Coagulation® O [ as clinicall 4 [Ascinically | & [ Asclinically | As clinicall As clinicall
X v |'s ¢ | s cd 4 4
N | indicated g | indicated | £ | indicated® | indicated indicated
Blood Chemistry” X X A X A X X X
s s
Urinalysis®® X X E X E X X X
Pregnancy Test’ X Asclinically | g | Asclinically | .y | As clinically | As clinically As clinically
indicated indicated indicated” | indicated indicated
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Pretreatment i
Treatment Period Follow up for patients

Baseline stopping treatment prematurely Endclatidy

Screening
within day 1 Fourth-line Every 12

Every 12

PD  &beyond Day 30 ? Study
3 priorto | (2 days) weeks prior

Second-line Third-line
Cycle o interval cicyciell prior to each prior to "
! Termination

s8a] 74 cycle each cycle e
Tumor Assessment'® X Every 2 Every 3 Every 3 X X
cycles™ P cycles™ P cycles'™
AEs, SAEs and AEs | Intervention Continuously g Continuously g Continuously | AIIAEs | Ongoing and related AEs, X
of special interest'" related G G related SAEs and AEs of
SAEs only R R special interest
SOC £ X" E X E x*® X
Bevacizumab' R s s
Concomitant A X H X H X X X X
Relevant Medication
° D o o
& Therapy (incl, o N N
Radiotherapy & "
Surgery)
; ! o o
Survival X z C F E C Continuously X
QoL ‘ x |4 X7 X Every 2 X X X7
! b b cycles
Biomarker DNA, if X o ! !
applicable™ N S s
E E
Biomarker non-DNA, X Every 4 A | Eveys | A | Everys X
if applicable'® cycles s cycles s cycles
Biomarker Tissue, if X E E
applicable’
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Footnotes:

1.

©

For the purposes of scheduling assessments and visits for 3“-line treatment and beyond (as the SOC treatment may not be based on a 3-week
cycle), “cycles” are based on bevacizumab scheduling for Arm A. In Arm B, patient's visits should occur Q3W if possible, regardless of the
SOC treatment schedule.

Histologically or cytologically (sample to be obtained by biopsy or bronchoscopy, no rebiopsy is needed at PD1) confirmed predominantly non
squamous locally recurrent or metastatic NSCLC.

Pregnancy test requirement details see Section 5.4.1

Includes weight and blood pressure. Height is also , but only at ing. b: nt physical 1s should be symptom
directed.

t t RBC, WBC with differential, platelet count) within 7 days prior to Cycle 1, within 3 days prior to
subsequent cycles, and to be available before administration of trial treatment. All abnormalities should be recorded in the eCRF as AE.

INR and aPTT or equivalent test at trial entry and when clinically indicated, except that patients receiving full doses of coumarin derivatives at
baseline should have two consecutive INR measurements 1—4 days apart. Coagulation tests for the patient on (prophylactic or full dose)
anticoagulation treatment should be done at least before start of every SOC cycle. All abnormalities should be recorded in the eCRF as AE.
Chemistry (including total protein [or albumin only], AST/SGOT, ALT/SGPT, ALP, total bilirubin, creatinine): within 7 days prior to Cycle 1, within
3 days prior to subsequent cycles, and to be available before administration of trial treatment. All abnormalities should be recorded in the eCRF.
Urinalysis: within 7 days prior to Cycle 1, within 3 days prior to subsequent cycles, and to be available before administration of trial treatment.
All abnormalities should be recorded in the eCRF.

Dipstick for proteinuria to be performed within 2 days prior to bevacizumab administration unless a 24-hour urine collection has been performed
as specified in the protocol Section 6.1.1.4.

Tumor assessments: the same imaging method (CT/MRI) must be used for a patient throughout the trial) every 2 cycles (x 7 days) from date of
randomization until 2™ progression of disease, after which tumor assessments should be performed every 3 cycles (+ 2 weeks). Tumor
assessments are performed at PD. Tumor assessment will not be repeated at the commencement of the subsequent line/end of treatment if
last tumour assessment was within 28 days. Section 5.3.1

. All AEs, SAEs, and AEs of special interest must be recorded throughout the trial. After informed consent, but prior to initiation of study

medications, only SAEs caused by a protocol-mandated intervention will be collected (e.g., SAEs related to invasive procedures such as
biopsies, medication washout, or no treatment run-in). For follow-up of AEs see protocol Section 7.1.2 for details. Events unrelated to trial drug
are to be followed for 30 days after last bevacizumab treatment. AE of special are to be reported for 6 months after last treatment. Related
SAEs are to be reported indefinitely. At the safety follow-up visit, the investigator should instruct each patient to report to the investigator any
subsequent adverse events. After study closure, the Sponsor should be notified if the investigator becomes aware of any death, SAE or other
non-serious AEs of special interest occurring at any time after a patient has discontinued study participation regardless of the relationship to the
drug. The investigator is not required to actively monitor patients after the study has ended.
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12.

No cross over of bevacizumab is allowed.
2"line standard or care (SOC) treatment includes erlotinib, docetaxel or pemetrexed. Cycles are 21 days (+ 3 days).

. Choice and schedule of 3“-line SOC treatment is at the discretion of the investigator based on local practice. No cross over of bevacizumab is

allowed. Bevacizumab cycles are 21 days (+ 3 days).

Choice of fourth and later line SOC treatment and schedule is at the discretion of the investigator based on local practice. Bevacizumab
ini ion (including as /) may continue if patients benefit. No cross over of bevacizumab is allowed. Bevacizumab cycles are

21 days (+ 3 days).

During the treatment period, QoL questionnaires must be completed by the patient before receiving trial treatment.

Not to be repeated if within 1 week of the last QoL assessment/sample.

Optional; requires additional, written informed consent. One 6 mL whole blood RCR sample (in K3 EDTA) for genetic analyses will be collected

before treatment start.

. Optional; requires additional, written informed consent. Two RCR blood plasma samples (in EDTA) with 6 mL will be taken before treatment

start, after every 4 cycles (12 weeks (+ 2 weeks)) during treatment, and at the end of treatment. Please note that biomarker sampling will stop
for subjects who continue beyond 4™line treatment.

. First visit will be 8 weeks (+ 2 weeks) after the 30 day visit, thereafter every 12 weeks (+ 2 weeks).

number of are indicated. (i.e. for a patient still on trial treatment at the end of trial. Patients in other follow-up

will have assessments as specified in their respective follow up visit.)

. Optional; requires additional, written informed consent. Twenty slides of formalin fixed tumor tissue embedded in paraffin blocks will be

collected for all consenting patients; Section 5.4.2
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PART I: TRIAL DESIGN AND CONDUCT

1. BACKGROUND AND RATIONALE
1.1 BACKGROUND
111 Non-squamous non-small cell lung cancer

Lung cancer is the most common cause of cancer death worldwide, accounting
for up to 18% of cancer-related deaths. NSCLC comprise 80% of reported lung
cancer cases.? Indeed, the majority of new cases of lung cancer are advanced
NSCLC.® Due to late diagnosis, only a small proportion of NSCLC cases are
operable as over 60% of patients present with advanced stages of the disease.*
In comparison with other solid tumors, the objective response and OS rates in
patients with advanced NSCLC are low: five-year survival rates for stage IIIB
inoperable disease are less than 10%, decreasing to less than 2% in disease
stage IV.°

For this population of patients in whom treatment is mainly palliative, the main
goal is to achieve symptom control and prolong OS.® Standard of care for
patients with locally advanced or metastatic NSCLC is platinum-based doublet
chemotherapy.7 Doublet chemotherapy has been found to be superior to single-
agent chemotherapy,® with cisplatin-based treatment the current reference
treatment for patients with advanced NSCLC. However, no doublet combination
has been proven to be clinically superior to the others.®'? Current data suggest
that chemotherapy has reached a therapeutic plateau, conferring no
improvements in survival despite the availability of new combinations of cytotoxic
agents.""" In addition, there are only limited treatment options for those who fail
1°Uline chemotherapy. Overall, the survival outcomes for NSCLC patients with
chemotherapy remain poor, with 5-year survival rate of only 33% in patients with
operable disease.™

Recent trials have shown that patients with advanced NSCLC can benefit from
2".Jine treatment.’ However, therapeutic options in this setting are fairly limited.
Currently, docetaxel and pemetrexed are two widely used chemotherapy agents
approved for use as 2"jine treatment.'® Further compounding the problem, there
also remains a large population of patients who do not benefit from these agents
or are too unfit to receive them.®

In addition to chemotherapy, drugs that target the epidermal growth factor
receptor (EGFR) play an important role in advancing NSCLC treatment and
improving patient outcomes.'® Erlotinib has been approved in the US and Europe
for 2"-line treatment of NSCLC."® Results from a pivotal Phase IIl trial in patients
with stage IlIB/IV NSCLC who had previously received chemotherapy showed
that the use of erlotinib resulted in a 42.5% improvement in mean OS compared
to placebo17 Erlotinib acts via a different mechanism of action than
chemotherapy agents, providing an important treatment alternative for those
patients who do not benefit from standard chemotherapy.
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The European SELECTTION®® observational study in over 1000 patients, found
that docetaxel, pemetrexed and Erlotinib are given to 90% of patients in second
line treatment for NSCLC.

11.2 Bevacizumab

Please refer to the current version of the bevacizumab Investigator’s Brochure for
further details.

Bevacizumab is a recombinant humanized monoclonal antibody to Vascular
Endothelial Growth Factor (VEGF) composed of human IgG1 framework regions
and antigen-binding complementary determining regions from a murine
monoclonal antibody (muMAb VEGF A.4.6.1) that blocks the binding of human
VEGF to all VEGF-A receptors. '

Bevacizumab recognizes and neutralizes isoforms of VEGF with a Ky of
approximately 8 x 10"° M. It does not recognize other peptide growth factors
tested (fibroblast growth factor, epidermal growth factor, hepatocyte growth
factor, platelet-derived growth factor and nerve growth factor). It may exert a
direct anti-angiogenic effect by binding to and clearing VEGF from the tumor
environment. Additional anti-tumor activity may be obtained via the effects of
bevacizumab on tumor vasculature, interstitial pressure and blood vessel
permeability, providing for enhanced chemotherapy delivery to tumor cells.™ In
addition, bevacizumab showed synergistic antiangiogenic activity with docetaxel,
as assessed by endothelial cell proliferation and tubule formation, in vitro.°

Anti-VEGF antibodies have shown benefit when combined with chemotherapy in
preclinical models of different tumor types. Bevacizumab can block the growth of
a number of human cancer cell lines grown in nude mice, including metastatic
colorectal cancer (MCRC), non-squamous NSCLC, metastatic or locally recurrent
breast cancer (BC), prostate cancer, head and neck cancer, metastatic renal cell
carcinoma (MRCC) and ovarian cancer.?'*

Bevacizumab has been tested in many phase | to IV studies in a variety of solid
tumors as monotherapy and in combination with chemotherapy. The combination
of bevacizumab with chemotherapy improves PFS and/or OS in mCRC, %% non-
squamous NSCLC,?® metastatic breast cancer (mBC),***" mRCC,*** and
ovarian cancer.>* As of November 2011, bevacizumab has been approved in
more than 100 countries worldwide (including the member states of the
European Union (EU), and the United States of America) for the treatment of
some forms of colorectal, breast, renal, lung and brain cancers. As of April 2011,
over 1,000,000 patients have been exposed to bevacizumab as a marketed
product or in clinical trials in different indications. Bevacizumab is under
investigation for the treatment for multiple other oncology indications including
cervical cancer, sarcomas and Non-Hodgkin’s lymphoma.

1.1.21  Bevacizumab in non small-cell lung cancer

Two phase Ill clinical trials (E4599 and AVAIL) have demonstrated that 1%Uline
bevacizumab in combination with platinum-based chemotherapy significantly
improves clinical outcomes in patients with advanced or recurrent NSCLC.2% |n
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E4599 (NCT00021060), the hazard ratios (HRs) for PFS and OS were 0.66
(p <0.001) and 0.79 (p = 0.003), respectively, for bevacizumab-based treatment
vs chemotherapy alone.? Furthermore, among patients with adenocarcinoma
histology in a retrospective analysis of E4599, bevacizumab-based treatment
improved median OS to 14.2 months (HR 0.69).%° In the AVAIL trial (BO17704),
PFS (the primary endpoint) was significantly improved with bevacizumab-based
treatment vs chemotherapy plus placebo (HR 0.75, p =0.003 and HR 0.82,
p = 0.03 for bevacizumab 7.5 mg/kg Q3W and 15 mg/kg Q3W, respectively).®>*
While the median OS in AVAIL was greater than 13 months in all treatment
groups, there was no difference in OS between the bevacizumab groups and the
placebo group (HR 0.93, p =0.420 and HR 1.03, p =0.761 for bevacizumab
7.5 mg/kg and 15 mg/kg, respectively). PFS was significantly prolonged; the
hazard ratios for PFS were 0.75 (median PFS, 6.7 vs. 6.1 months for placebo;
p =0.003) in the low-dose group and 0.82 (median PFS, 6.5 vs. 6.1 months for
placebo; p = 0.03) in the high-dose group. Objective response rates (ORRs) were
20.1%, 34.1%, and 30.4% for placebo, low-dose bevacizumab, and high-dose
bevacizumab plus CG, respectively. Duration of follow-up was not sufficient for
OS analysis. Incidence of Grades = 3 AEs was similar across arms. Grade = 3
pulmonary hemorrhage rates were < 1.5% for all arms despite 9% of patients
receiving therapeutic anticoagulation.

1.1.2.2 Treatment in multiple lines with bevacizumab

In the BRIiTE tumor registry, patients with mCRC were followed in a large,
prospective, observational trial to assess outcomes based on chemotherapy
regimens and bevacizumab exposure.38 Data from the BRITE registry suggested
that patients who had progressed on 15Lline treatment with bevacizumab had a
statistically significant improvement in survival beyond first progression if they
continued to receive bevacizumab with other chemotherapy compared with
patients who received other chemotherapy alone in subsequent lines. Patients
receiving no treatment had a median OS of 12.6 months, patients who did not
receive bevacizumab post-PD had a median OS of 19.9 months and patients
receiving bevacizumab post-PD had a median OS of 31.8 months (HR: 0.48;
95% ClI: 0.41-0.57; p < 0.001).

A second tumor registry (ARIES) has shown similar outcomes,*® patients with
mCRC who initiated or continued treatment with bevacizumab at first progression
had a significantly longer median survival post first progression than those
patients who received chemotherapy or biological treatment alone (16.1 vs 9.5
months; p < 0.001). In addition, analysis of outcomes in patients enrolled in 2™-
line and received bevacizumab as 2"-line treatment showed that survival was
longer in those patients who had received bevacizumab as part of their 15-line
treatment compared with those patients who initiated bevacizumab in the 2"-line
(20.4 vs 17.1 months).

1.1.2.3  Safety of bevacizumab

In the Phase Il trial programme conducted across several tumor types,
bevacizumab has demonstrated a favourable safety profile with a low incidence
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of grade 3 or 4 AEs. Some specific side effects associated with the use of
bevacizumab (either alone or in combination with chemotherapy) are as follows
(see also Section 6.1.1):

e Hypertension

¢ RPLS

e Proteinuria

e Hemorrhage

e Thromboembolism

e Gastrointestinal perforation

e Fistulae

e Wound-healing complications
e CHF

Phase Il and Il clinical trials have demonstrated a manageable AE profile for
bevacizumab in non-squamous NSCLC. In a phase Il trial, pulmonary bleeding
events appeared to be more common in patients with squamous cell lung
cancer.® The subsequent exclusion of patients with squamous cell histology from
bevacizumab clinical trials in NSCLC significantly reduced the incidence of grade
> 3 pulmonary bleeding, which occurred in 1.9% of bevacizumab-treated patients
in E4599, and in 1.5% and 0.9% of patients receiving bevacizumab 7.5 mg/kg
and 15 mg/kg, respectively, in AVAIL. In E4599 and AVAIL, the incidence of
hypertension, proteinuria and bleeding were modestly higher in the bevacizumab
arms relative to the control arms.? 3

SAIL (MO19390) was an international open-label, multicenter, single-arm phase
IV trial conducted to assess the safety of 1%-line bevacizumab combined with
standard chemotherapy regimens in clinical practice.*® The SAIL trial extended
the clinical experience of bevacizumab by allowing the use of chemotherapy
regimens other than those investigated in the pivotal trials, and by including
patients who have an ECOG PS of 2. 2,212 patients in the intent-to-treat
population of had previously untreated locally advanced, metastatic or recurrent
non-squamous NSCLC, and received bevacizumab (7.5 or 15 mg/kg i.v. every 21
days) plus standard chemotherapy for up to 6 cycles, followed by single-agent
bevacizumab until PD. Clinically significant (grade = 3) AEs of special interest
were relatively uncommon: bleeding (3.6%), pulmonary hemorrhage (0.7%),
hypertension (5.7%), proteinuria (3.0%) and thromboembolism (7-8%). Fifty-
seven patients (2.6%) died due to an AE of special interest, most commonly
thromboembolism (1.2%) and bleeding (0.8%). The most common grade = 3
serious AEs deemed by investigators to be associated with bevacizumab were
pulmonary embolism (1.3%) and epistaxis, neutropenia, febrile neutropenia and
deep vein thrombosis (all of which occurred in 0.6%). Bevacizumab was
permanently discontinued for 8.2% of bleeding events and 3.9% of hypertension
events. No new safety signal was reported.
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Patients with NSCLC and brain metastases have previously been excluded from
trials of bevacizumab because of suspected risk of CNS hemorrhage. The phase
Il trial, AVF3752g (PASSPORT), specifically addressed bevacizumab safety
(incidence of grade = 2 CNS hemorrhage) in patients with NSCLC and previously
treated brain metastases.*’ Of 106 safety-evaluable patients, median on-trial
duration was 6.3 months (range, 0 to 22 months), with a median of five
bevacizumab cycles (range, one to 17), and no reported episodes of grade = 2
CNS hemorrhage (95% ClI, 0.0% to 3.3%).

For information regarding other side effects associated with the use of
bevacizumab (either alone or in combination with chemotherapy), please refer to
the current version of the Investigator’s Brochure.

1.1.3 Erlotinib

Erlotinib inhibits the intracellular phosphorylation of tyrosine kinase associated
with the EGFR. Specificity of inhibition with regard to other tyrosine kinase
receptors has not been fully characterized.

1.1.3.1  Clinical activity of erlotinib in NSCLC
Erlotinib is indicated for:

e Treatment of locally advanced or metastatic NSCLC after failure of at least
one prior chemotherapy regimen

The efficacy and safety of single-agent erlotinib was assessed in a
randomized, double blind, placebo-controlled trial in 731 patients with locally
advanced or metastatic NSCLC after failure of at least one chemotherapy
regimen."” Patients were randomized 2:1 to receive erlotinib 150 mg or
placebo orally once daily until PD or unacceptable toxicity. There was a
statistically significant and clinically meaningful prolongation of survival in
patients treated with erlotinib. There was a 42.5% improvement in median OS
in the erlotinib arm: median OS was 6.7 and 4.7 months for the erlotinib and
placebo groups, respectively (p =0.002). Tumor response was significantly
higher with erlotinib (8.9% vs. 0.9%, p < 0.001); the duration of response was
also longer with erlotinib (34.3 vs 15.9 weeks). The survival benefit of erlotinib
was also seen in those patients that did not show an objective tumor
response. In the subset of patients whose best response was
stable/progressive disease (SD/PD), those treated with erlotinib showed a
median survival time of 8.3 months, compared to 6.8 months for those on
placebo (HR 0.82; 95% CI: 0.68-0.99; p = 0.037). Erlotinib conferred OS
benefits regardless of age, gender, ethnicity, smoking status, ECOG PS, or
tumor histology.

e Maintenance treatment of patients with locally advanced or metastatic
NSCLC whose disease has not progressed after four cycles of platinum-
based 1%-line chemotherapy;
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e Erlotinib is indicated for the first-line treatment of patients with locally
advanced or metastatic non-small cell lung cancer (NSCLC) with EGFR
activating mutations

1.1.3.2  Safety of erlotinib

The most frequently-reported AEs associated with single-agent erlotinib are rash
(dermatosis), diarrhea, nausea, fatigue, stomatitis, vomiting, and headache. The
most common adverse reactions (> 20%) in 2"%line NSCLC are rash, diarrhea,
anorexia, fatigue, dyspnea, cough, nausea, infection and vomiting. Laboratory
abnormalities, primarily involving changes in liver function tests (elevation of ALT,
AST and/or bilirubin) are less frequently observed with single-agent erlotinib.

The special warnings and precautions for use in the erlotinib Summary of
Product Characteristics (SmPC) (see also Section 7.3.2) include the following:

e |Interstitial lung disease

e Acute and chronic renal failure

e Hepatic failure and hepatorenal syndrome

e Gastrointestinal perforation

¢ Bullous and exfoliative skin disorders

e Myocardial infarction/ischemia

e CVAs

e Microangiopathic hemolytic anemia with thrombocytopenia
e Corneal perforation and ulceration

e INR elevations and bleeding events, some associated with concomitant
warfarin administration

1.1.3.3  Bevacizumab in combination with erlotinib

The BETA trial (OSI3364g) was a Phase Ill, double-blind trial that evaluated the
efficacy of erlotinib with bevacizumab or placebo as 2"-line treatment in 636
patients with advanced NSCLC.*? The addition of bevacizumab to erlotinib did
not result in an increased OS, but did improve investigator-assessed PFS (HR
0.62, p < 0.001). Bevacizumab did not increase the proportion of patients with
grade =3 hemorrhage (2.6% vs. 2.2%), but was associated with more arterial
thromboembolic events (3.2% vs. 0.3%) and with more rash (15.7% vs. 6.1%).

The ATLAS study (n=768) was a randomized, placebo-controlled trial that
evaluated bevacizumab 15 mg/ kg Q3W with or without erlotinib 150 mg daily
following 4 cycles of bevacizumab + platin-containing doublet chemotherapy in
patients with Stage IlIb/IV NSCLC.*® The trial was stopped at second interim
analysis because the study met its primary endpoint of improving PFS, which
was 4.8 months for bevacizumab + erlotinib compared with 3.7 months for
bevacizumab + placebo (HR =0.71, 95% CI: 0.58-0.86, p = 0.006). The safety
profile for bevacizumab + erlotinib was consistent with known profiles for
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bevacizumab and for erlotinib. The most frequently reported Grade 3-4 AEs were
rash and diarrhea (recognized erlotinib toxicities), both of which had a higher
incidence in the bevacizumab + erlotinib arm (10.4% vs. 0.5%; 9.3% vs. 0.8%,
respectively). AEs that led to death occurred in 1.1% of patients in the
bevacizumab + placebo arm and 2.2% in the bevacizumab + erlotinib arm. Grade
5 AEs of interest to bevacizumab in the bevacizumab + placebo arm were CHF
(1 patient) and infection (1 patient) and in the bevacizumab + erlotinib arm were
cardiovascular events other than hypertension (2 patients), arterial
thromboembolism (1 patient) and venous thromboembolism (1 patient).

1.1.4 Docetaxel

Docetaxel disrupts the microtubular network in cells that is essential for mitotic
and interphase cellular functions. Docetaxel binds to free tubulin and promotes
the assembly of tubulin into stable microtubules while simultaneously inhibiting
their disassembly. This leads to the production of microtubule bundles without
normal function and to the stabilization of microtubules, which results in the
inhibition of mitosis in cells.

1.1.41  Clinical activity of docetaxel in NSCLC
Docetaxel is indicated for:

e single agent for locally advanced or metastatic NSCLC after platinum therapy
failure

Two randomized, controlled trials (Table 2) established that a docetaxel dose
of 75 mg/m? was tolerable and yielded a favorable outcome in patients
previously treated with platinum-based chemotherapy.**#® In TAX317,
patients were initially randomized to docetaxel 100 mg/m? or best supportive
care (BSC), but early toxic deaths at this dose led to a dose reduction to
docetaxel 75 mg/mz. A total of 104 patients were randomized in this amended
trial to docetaxel 75 mg/m2 or best supportive care. In TAX320, 373 patients
were randomized to docetaxel 75 mg/m? or control (vinorelbine or ifosfamide).
Forty percent of the patients in this trial had a history of prior paclitaxel
exposure.

e with cisplatin for unresectable, locally advanced or metastatic untreated
NSCLC.
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Table 2 Docetaxel as second-line treatment of NSCLC
TAX317%

TAX320%

Control
VRB or IF

Docetaxel
75 mglm2

Docetaxel Control

75 mg/m® BSC

55

Patient population *

locally advanced or .

metastatic NSCLC

prior platinum-based
chemotherapy

no prior taxane

locally advanced or
metastatic NSCLC

e prior platinum-based

chemotherapy

e ECOGPS=2

¢ ECOGPS=2

Overall survival RR 0.56 (0.35, 0.88) 0.01 RR 0.82 (1.06) 0.13

Median months 75 46 <0.05 57 5.6 ns
TTP (weeks) 12.3 7.0 <0.05 8.3 7.6 ns
Response rate (%) 55 . . 5.7 0.8

Abbreviations: BSC, Best supportive care; ECOG PS, Eastern Cooperative Oncology Group
Performance Status; IF, ifosfamide; ns = not significant; NSCLC, non small-cell lung cancer; RR
risk ratio; VRB, vinorelbine.

1.1.4.2

The special warnings and precautions for use in the docetaxel Summary of
Product Characteristics (SmPC) (see also Section 7.3.3) include the following:

Safety of docetaxel

e Hypersensitivity

¢ Neutropenia and febrile neutropenia

e Thrombocytopenia

e Hepatic impairment

e Acute myeloid leukemia and myelodysplasia

e Localized erythema of the extremities with edema followed by desquamation
o Fluid retention

e Severe neurosensory symptoms (paresthesia, dysesthesia, pain)

1.1.43

In a phase 2 trial, 40 patients with advanced NSCLC received bevacizumab (15
mg/kg) docetaxel (75 mg/m?) and carboplatin (AUC 6) Q3W.*® Patients received
a median 6 cycles of bevacizumab for induction and 2 cycles for maintenance.
The trial showed encouraging activity (median PFS was 7.9 months, median OS

Bevacizumab in combination with docetaxel
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was 16.5 months and overall response rate of 53%). Grade = 3 AEs included
febrile neutropenia (10%), infections (13%), bleeding (13%), thrombotic events
(13%), hypertension (5%), bowel perforation (5%), and proteinuria (3%).

Bevacizumab in combination with docetaxel (or paclitaxel) is indicated for 1%-line
treatment of patients with metastatic breast cancer in the EU. Please refer to the
investigator brochure for more information regarding the established safety
profile of bevacizumab with docetaxel in the BO17708 (AVADO) trial.

115 Pemetrexed

Pemetrexed is a pyrimidine-based folic acid analogue that inhibits multiple folate-
dependent enzymes (thymidylate synthase, dihydrofolate reductase, and
glycinamide ribonucleotide formyl-transferase) crucial in the de novo biosynthesis
of thymidine and purine nucleotides.

1.1.5.1  Clinical activity of pemetrexed in NSCLC

In Europe, the European Medicines Agency (EMA) has approved the use of
pemetrexed in lung cancer patients and is indicated for:

o Use as monotherapy for 2"line treatment of patients with locally advanced or
metastatic NSCLC other than predominantly squamous cell histology.

e 571 patients with NSCLC previously treated with chemotherapy were
randomly assigned to pemetrexed and docetaxel. Median survival time was
8.3 for pemetrexed versus 7.9 months for docetaxel and median PFS was 2.9
months in each arm. Patients receiving docetaxel were more likely to have
grade 3 or 4 neutropenia (40.2% vs. 5.3%; p <0.001), febrile neutropenia
(12.7% vs. 1.9%; p <0.001), neutropenia with infections (3.3% vs. 0.0%;
p < 0.004), hospitalizations for neutropenic fever (13.4% vs. 1.5%; p < 0.001),
hospitalizations due to other drug related adverse events (10.5% vs. 6.4%;
p < 0.092), use of granulocyte colony-stimulating factor support (19.2% vs.
2.6%, p<0.001) and all grade alopecia (37.7% vs. 6.4%; p <0.001)
compared with patients receiving pemetrexed.*’

e Use in combination with cisplatin as 1%-line treatment of patients with locally
advanced or metastatic NSCLC other than predominantly squamous cell
histology and

e Use as monotherapy for the maintenance treatment of locally advanced or
metastatic NSCLC other than predominantly squamous cell histology in
patients whose disease has not progressed immediately following platinum-
based chemotherapy.

1.1.5.2 Safety of pemetrexed

The special warnings and precautions for use in the pemetrexed SmPC (see also
Section 7.3.4) include the following:

e Bone marrow suppression (neutropenia, thrombocytopenia, anaemia, or
pancytopenia). Myelosuppression is usually the dose-limiting toxicity (DLT).
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e Skin reactions, which can be reduced by pre-therapy with dexamethasone (or
equivalent).

e Serious renal events, including acute renal failure, have been reported with
pemetrexed alone or in association with other chemotherapeutic agents. An
insufficient number of patients have been studied with CrCL < 45 mL/min. The
use of pemetrexed in patients with CrCl < 45 mL/min is not recommended.

e Serious cardiovascular events, including myocardial infarction and
cerebrovascular events have been uncommonly reported during clinical
studies with pemetrexed, usually when given in combination with another
cytotoxic agent.

1.1.5.3  Bevacizumab in combination with pemetrexed

A phase Il trial (N =48) has evaluated efficacy and safety of pemetrexed and
bevacizumab as 2"-line treatment of NSCLC.*® Median PFS was 4 months.
Median OS was 8.9 months. Grade 3+ and 4+ AEs occurred in 32 (67%) and 10
(21%) patients respectively. The most common (occurring in 10% or more of
patients) grade 3/4 non-hematologic AEs were fatigue (13%), dyspnea (10%),
and thrombosis (10%), and grade 3/4 hematologic AEs were neutropenia (19%),
leukopenia (17%), and lymphopenia (13%).

A phase Il study (N = 69 patients enrolled), investigating pemetrexed/oxaliplatin
plus bevacizumab, followed by maintenance bevacizumab, as first-line therapy
for advanced non-squamous NSCLC, showed encouraging activity (median PFS
was 7.8 months, median OS was 16.7 months and disease control rate of 84%)
with an acceptable toxicity profile.*°

A phase Il study AVF3075s (N=50 patients), investigating
pemetrexed/carboplatin plus bevacizumab, followed by maintenance pemetrexed
and bevacizumab, as 1°“line therapy for advanced non-squamous NSCLC,
showed encouraging activity (median PFS was 7.8 months, median OS was 14.1
months and overall response rate of 55%) with an acceptable toxicity profile.*

AVAPERL1 (MO22089), a multicentre, international phase Il trial, investigated
whether adding pemetrexed to bevacizumab maintenance further improves
clinical outcomes over bevacizumab alone following Q3W induction with
bevacizumab 7.5 mg/kg plus cisplatin 75 mg/m? plus pemetrexed 500 mg/m?.
376 patients were allocated to induction treatment; 125 and 128 were
randomized to the bevacizumab and bevacizumab plus pemetrexed continuation
maintenance arms, respectively. At a median follow-up of 10.9 months, PFS from
induction was significantly improved in the bevacizumab + pemetrexed arm (10.2
vs 6.6 months; hazard ratio, 0.50 [95% confidence interval, 0.37-0.69];
p <0.001).%2  Any-grade, grade >3, and serious adverse events were more
frequent during bevacizumab + pemetrexed maintenance (37.6% and 17.6%,
respectively) than in the BV-alone arm (21.7% and 13.3%, respectively). No new
safety signals were observed.®'
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1.2 TRIAL RATIONALE

Advanced NSCLC remains a rapidly fatal disease where current
chemotherapeutic options have only a modest positive impact. There is therefore
a need to combine the best chemotherapy regimens with new targeted treatment,
which has a different mode of action from chemotherapy and is also less toxic.

Failure of chemotherapy does not necessarily mean failure of antiangiogenic
treatment with bevacizumab, a possibility supported by the BRITE and ARIES
registry data (see Section 1.1.2.2). This concept of bevacizumab treatment in
multiple lines is prospectively being investigated in the mCRC setting by the
ongoing randomized study ML18147 (see Investigator's Brochure for more
details). The concept of treatment in multiple lines has been shown to be
effective with the anti-HER2 antibody trastuzumab in patients with HER2-positive
mBC.%2 Patients with NSCLC may similarly benefit from continued suppression of
VEGF by bevacizumab with multiple consecutive SOC agents in an effort to
prolong survival.

The current trial will evaluate whether bevacizumab in combination with SOC
drugs as a 2"-line and subsequent lines of treatment for NSCLC improves OS in
patients who have progressed during or after 1°-line treatment with bevacizumab
and platinum-containing doublet chemotherapy. Bevacizumab will be continued
until unacceptable toxicity or withdrawal of consent (see Section 4.5 for other
reasons of premature discontinuation).

As OS is sensitive to cross-over of patients to the experimental arm, no cross
over is allowed during the trial duration The trial is designed to evaluate this
treatment approach in a setting that reflects the reality of daily practice allowing
the investigator a wide choice of approved SOC treatment.

1.21 Rationale for the optional biomarker Roche Clinical Repository
(RCR)

It is the aim of the RCR program to elucidate the roles of VEGF, the VEGF
receptor family, and other angiogenic factors and their association to response to
bevacizumab treatment (in terms of dose, safety and tolerability) and will help to
better understand the pathogenesis, course and outcome of NSCLC and related
diseases.

The results of the biomarker program in this trial will be used to further support
findings whether these molecules might serve as biomarkers that relate to clinical
outcome or side effects in patients with NSCLC. In addition, these specimens
can be used to further investigate early, intermediate and late escape
mechanisms related to bevacizumab and SOC treatment regimen. Pre-clinical
and clinical studies have begun to shed light on the mechanisms of resistance to
anti-angiogenic drugs and several hypotheses have been formed. One of the
hypothesized mechanisms is upregulation of alternative pro-angiogenic signaling
pathways, e.g. the FGF or angiopoietin pathway.** °2 Another mechanism could
be that vascular progenitor cells and pro-angiogenic monocytes are recruited
from the bone marrow by excretion of SDF1a.>®
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The biomarker program in this trial will allow further investigation of these
preliminary markers in NSCLC. Exploratory genetic analyses on DNA samples of
bevacizumab treated patients have recently shown several polymorphisms that
suggest that germline SNPs in angiogenesis pathway may predict clinical
outcome or hypertension %7

Samples of the current trial will also be used to further explore the value of these
and potential other genetic markers in NSCLC.

2, OBJECTIVES

21 PRIMARY OBJECTIVE

e To assess the efficacy of continuous bevacizumab treatment beyond PD1 as
measured by OS.

2.2 SECONDARY OBJECTIVES

e To assess the efficacy as measured by rate of 6-, 12-, and 18-month OS as
measured from randomization at PD1.

e To assess the efficacy as measured by PFS and TTP from randomization at
PD1 to PD2 (PFS2, TTP2), and to PD3

e To assess the efficacy as measured by RR, disease control rates, and
duration of response at PD2 and PD3.

e To assess the efficacy in the subgroup of adenocarcinoma patients.

e To assess the safety of bevacizumab treatment across multiple lines of
treatment.

23 EXPLORATORY OBJECTIVES

e To assess QoL through multiple lines of treatment.

e To compare the efficacy between Asian and non-Asian patients.

24 EXPLORATORY OBJECTIVES: OPTIONAL BIOMARKERS

The Sponsor is committed to the collection of biomarker samples in all clinical
trial protocols. The objective of biomarker profiling is to enable development of
therapies specifically targeted for optimal patient benefit (personalized
healthcare). Biomarker samples will be stored in the RCR. The RCR is a
centrally administered facility for the long term storage of human biological
specimens including body fluids, solid tissues and derivatives thereof (e.g. DNA,
RNA proteins/ peptides). Specimens taken for biomarker research will be used to:

e Explore the correlation of biomarkers with RR, PFS and OS.

e |Investigate early, intermediate and late escape mechanisms related to
bevacizumab and SOC treatment regimen
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e Explore the association of biomarkers with response and adverse reactions

e Develop biomarker assays and to establish the performance characteristics of
these assays

3. TRIAL DESIGN

3.1 OVERVIEW OF TRIAL DESIGN

This is a two-arm, open-label, randomized, multicenter, phase lllb trial (see
Figure 1).

Patients randomized to Arm A will receive bevacizumab 7.5 mg/kg i.v. or 15
mg/kg i.v. on Day 1 every 21 days (+ 3 days) from Cycle 1 until the occurrence of
an unacceptable toxicity or withdrawal of consent (whichever occurs first). The
approved (per label) dose (7.5 or 15 mg/kg i.v.) and Q3W schedule of
bevacizumab used during 15-line and maintenance treatment should be the
same dose and schedule administered to each patient during the study.

Patients randomized to Arm B will not receive bevacizumab.

All patients (Arm A and Arm B) will receive one of the following drugs as 2"-line
SOC treatment until the occurrence of an unacceptable toxicity or withdrawal of
consent (whichever occurs first):

e Erlotinib 150 mg daily taken on an empty stomach at least one hour before or
two hours after the ingestion of food

or
o Docetaxel 60 or 75 mg/m? on Day 1 every 21 days (+ 3 days).
or

e Pemetrexed 500 mg/m2 i.v. over 10 minutes on Day 1 every 21 days (+ 3
days).

The 2"-line SOC agent will be selected by the investigator prior to
randomization.

Following PD2/3, 3™- and 4™-line SOC treatment, respectively, will be chosen by
the investigator according to local practice (Section 6.4).

SOC treatment can be altered or ceased or changed for PD or unacceptable
toxicity. If SOC treatment is ceased permanently, bevacizumab treatment should
continue provided there is no unacceptable toxicity related to bevacizumab or
withdrawal of consent (see Section4.5 for other reasons of premature
discontinuation).
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Figure 1 Trial design
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Arm A: Patients will receive bevacizumab 7.5 mg/kg i.v. or 15 mg/kg i.v. on Day 1 every 21 days
(x 3 days) in combination with SOC treatment from Cycle 1 until the occurrence of an
unacceptable toxicity or withdrawal of consent (whichever occurs first). The approved (per label)
dose (7.5 or 15 mg/kg iv.) and Q3W schedule of bevacizumab used during 1°-line and
maintenance treatment should be the same dose and schedule administered to each patient
during the study.

Arm B: Patients will receive SOC treatment without bevacizumab until unacceptable toxicity or
withdrawal of consent (whichever occurs first).

SOC treatment can be changed for toxicity or progression of disease (PD).

3.1.1 Rationale for trial design

The primary aim of the trial is to assess the efficacy of bevacizumab when
administered with SOC treatment for locally recurrent or metastatic non-
squamous NSCLC in second and subsequent lines of therapy.

Several agents are indicated for the 2" |ine treatment of NSCLC, but no one
agent has been proven to be superior to any other. Erlotinib, docetaxel and
pemetrexed are widely used, approved drugs for the 2™-line treatment of
NSCLC. Therefore, patients will initiate erlotinib, docetaxel or pemetrexed in
accordance with standard of care at each participating institution. The patients
will be stratified according to planned treatment as investigators might plan 2n
line treatment according to patient characteristics.

Tissue Sampling

In bevacizumab studies, biomarker analysis on tumor tissue showed that patients
with Neuropilin (NRP) levels lower than the median appeared to experience a
better bevacizumab treatment effect than those with high NRP levels.®

The regional differences in clinical outcome between Asian and non-Asian
countries influenced additional biomarker analysis per region. Tumor NRP
expression was significantly different between patients from Asian and non-Asian
regions but is potentially confounded by the provision of tumor slides (93% in
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Asia) rather than tumor blocks (83% in non-Asia) — since Immunohistochemistry
(IHC) marker expression levels varied depending on the tumor tissue type. The
apparent difference between ‘Asia’ and ‘non-Asia’ cannot be interpreted without
further investigation.®’

Therefore, only one type of material should be sent for IHC analysis in the
current trial to prevent any bias in the analysis of tumor tissue markers. As tumor
block shipping might give problems in some of the participating countries, slides
is the preferred material for all consenting patients

3.1.2 Rationale for dose selection

The 21-day cycle with bevacizumab 7.5 mg/kg or bevacizumab 15 mg/kg has
been widely used for the treatment of NSCLC. There is no evidence that either
dose is more effective or safer than the other, with similar efficacy and safety in
the AVAIL trial.*®

Therefore, patients in MO22097 will receive bevacizumab 7.5 mg/kg or
bevacizumab 15 mg/kg on Day 1 of each 21-day cycle. The approved (per
label) dose (7.5 or 15 mg/kg i.v.) and Q3W schedule of bevacizumab used during
1Uline and maintenance treatment should be the same dose and schedule
administered to each patient during the study.

Treatment duration and dose modifications for bevacizumab are described in
Section 6.1.1.

Doses and dose modifications for the selected SOC treatment should be made
according to local labels and local practice guidelines. Recommendations for
doses and schedules of SOC treatment are listed in Section 6.3, and
recommendations for dose modifications in this protocol are summarized in
Section 6.5.

3.1.3 End of trial

End of trial is defined as the completion of observation period (i.e. when 416
deaths have been reported, or 60 months from study start, whichever occurs first.

Please see Section 5.5 for procedures for patients on trial drug at end of trial.

3.2 NUMBER OF PATIENTS

Approximately five hundred (500) patients will be recruited over a planned
recruitment period of approximately 45 months.

3.3 CENTERS

This is a multi-national trial to be conducted in approximately 160 centers in
approximately 25 countries.

4. TRIAL POPULATION
Under no circumstances are patients who are randomized in this trial permitted to

be re-enrolled in this trial.
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4.1 OVERVIEW

The trial population will comprise patients with locally recurrent or metastatic non-
squamous NSCLC which has progressed beyond 14ine treatment with
bevacizumab plus a platinum doublet-containing chemotherapy regimen and a
minimum of two cycles of bevacizumab (monotherapy) maintenance treatment,
and who meet all inclusion criteria and none of the exclusion criteria listed below.

4.2 INCLUSION CRITERIA

1. Signed informed consent prior to initiation of any trial-specific procedure or
treatment.

2. Age 2 18 years.

. Able to comply with the protocol.

4. Histologically or cytologically (sample to be obtained by biopsy or
bronchoscopy no rebiopsy is needed at PD1) confirmed non-squamous
NSCLC with documented PD1 (locally recurrent or metastatic) per
investigator assessment following 1%-line treatment with 4-6 cycles of
bevacizumab plus a platinum doublet-containing chemotherapy regimen and
a minimum of 2 cycles of bevacizumab (monotherapy) maintenance treatment
prior to PD1.

5. No treatment interruption of bevacizumab treatment greater than 42 days
defined as from start of 1°line treatment to start of Cycle 1 of 2"%line
treatment.

6. Randomization within 4 weeks of PD1.

7. At least 1 unidimensionally measurable lesion meeting RECIST (v.1.1)
criteria.

8. ECOG PS 0-2.

9. Life expectancy = 16 weeks by investigator assessment.

10.Adequate hematological function:

« ANC215x10%L
« Platelet count > 100 x 10%L

« Hemoglobin = 9 g/dL (may be transfused to maintain or exceed this level).

w

11.Adequate liver function:
« Total bilirubin < 1.5 x ULN

e« AST and ALT < 2.5 x ULN in patients without liver metastases; < 5 x ULN
in patients with known liver metastases.

e« ALP <2.5x ULN (<5 x ULN for patients with known liver involvement and
<7 x ULN for patients with known bone involvement).

12.Adequate renal function

e« Serum creatinine <1.25 x ULN or calculated creatinine clearance
> 50 mL/min
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e Urine dipstick for proteinuria <2+. Patients discovered to have
= 2+ proteinuria on dipstick urinalysis at baseline should undergo a 24-
hour urine collection and must demonstrate < 1 g of protein in 24 hours.

13.INR = 1.5 and aPTT < 1.5 x ULN within 7 days prior to randomization, unless
there is prophylactic use of anti-coagulation. If local standards differ,
equivalent coagulation tests may be used.

14.Patients with asymptomatic treated brain metastases are eligible for trial
participation. Patients must complete treatment for brain metastases
(radiotherapy or stereotactic radiosurgery), including steroids, at least 14 days
prior to randomization. Treatment with anticonvulsants at the time of
enrollment (i.e. =28 days) is allowed as long as the anti-convulsant is at a
stable dose.

15.Female patients must not be pregnant or breast-feeding. Female patients of
childbearing potential (defined as <2 years after last menstruation or not
surgically sterile) must use a highly effective contraceptive method (allowed
methods of birth control, i.e. with a failure rate of less than 1 % per year, are
implants, injectables, combined oral contraceptives, IUDs [only
hormonspirals], sexual abstinence or vasectomized partner) during the trial
and for a period of at least 6 months following the last administration of trial
drug(s). Female patients with an intact uterus (unless amenorrhoeic for the
last 24 months) must have a negative serum pregnancy test within 7 days
prior to randomization into the trial.

16.Fertile male patients must agree to use a highly effective contraceptive
method (allowed methods of birth control, i.e. with a failure rate of less than 1
% per year, female partner using implants, injectables, combined oral
contraceptives, IUDs [only hormonspirals], sexual abstinence or prior
vasectomy) during the trial and for a period of at least 6 months following the
last administration of trial drug(s).

4.3 EXCLUSION CRITERIA

1. Mixed, non-small cell and small cell tumors or mixed adenosquamous
carcinomas with a predominant squamous component.

2. EGFR-mutation-positive disease according to local laboratory testing. EGFR
testing is not mandatory. In centers where this is not routinely done, patients
with unknown EGFR mutation status are allowed to participate in this trial.

3. History of pulmonary hemorrhage/hemoptysis = grade 2 (defined as bright red
blood of at least 2.5 mL) within 3 months prior to randomization.

4. Surgery (including open biopsy), significant traumatic injury within 28 days
prior to randomization, or anticipation of the need for major surgery during
trial treatment.

5. Minor surgery, including insertion of an indwelling catheter, within 24 hours
prior to the first bevacizumab infusion.

6. Evidence of tumor invading a major blood vessel (e.g., pulmonary artery or
superior vena cava) on imaging.
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7. Radiotherapy to any site for any reason within 28 days prior to randomization.
Palliative radiotherapy to bone lesions or the brain =14 days prior to
randomization is allowed.

8. Current or recent (within 10 days prior to first dose of bevacizumab) use of
aspirin (> 325 mg/day), clopidogrel (> 75 mg/day), or current or recent (within
10 days prior to first dose of bevacizumab) use of full-dose (i.e. therapeutic
dose) oral or parenteral anticoagulants or thrombolytic agent for therapeutic
purposes. Prophylactic use of anticoagulants is allowed.

9. History or evidence of inherited bleeding diathesis or coagulopathy with a risk
of bleeding.

10.Active gastrointestinal bleeding.

11.Inadequately controlled hypertension (blood pressure: systolic > 150 mmHg
and/or diastolic > 100 mmHg) within 28 days prior to randomization or history
of hypertensive crisis or hypertensive encephalopathy.

12.Clinically significant (i.e. active) cardiovascular disease (e.g. CVA or
myocardial infarction within 6 months prior to randomization, unstable angina,
CHF NYHA Class 2 Il, or serious cardiac arrhythmia — see Appendix 8), that
is uncontrolled by medication or may interfere with administration of trial
treatment.

13.Non-healing wound, active skin ulcer or untreated bone fracture.

14.History of abdominal fistula, gastrointestinal perforation or intra-abdominal
abscess within 6 months prior to randomization.

15.Treatment with any other investigational agent within 28 days prior to
randomization. Patients in the follow-up phase of 15“line trials who fulfill all
eligibility criteria may be enrolled in this trial if the 15-line protocol allows
bevacizumab-based treatment in the follow-up phase.

16.Known hypersensitivity to bevacizumab or any of its excipients, or any of the
SOC drugs foreseen.

17.Malignancy other than NSCLC within 5 years prior to randomization, except
for adequately treated carcinoma in situ of the cervix, basal or squamous cell
skin cancer, localized prostate cancer treated with curative intent, and DCIS
treated surgically with curative intent.

18.Evidence of any other disease, neurologic or metabolic dysfunction, physical
examination finding or laboratory finding giving reasonable suspicion of a
disease or condition that contraindicates the use of an investigational or SOC
drug used in this study or puts the patient at higher risk for treatment-related
complications.

4.4 CONCOMITANT MEDICATION AND TREATMENT

All relevant concomitant medication(s) and treatments (i.e. supportive treatment
for SOC treatment) used to treat NSCLC and to treat medically significant
conditions and AEs, must be reported in the electronic case report form (eCRF).
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In addition, all relevant diagnostic, therapeutic or surgical procedure performed
during the trial period, should be recorded including the date, indication,
description of the procedure(s), and any clinical findings.

All non-cancer therapies that the responsible physician feels are appropriate are
allowed in the trial.

Patients should receive full supportive care during and after the administration of
bevacizumab with or without SOC treatment. This includes transfusion of blood
and blood products and/or the use of erythropoietin or G-CSF, antiemetics,
antibiotics for infective complications and anti-hypertensives for the management
of hypertension. Anaphylaxis precautions should be observed during
administration of bevacizumab as per local practice.

The chosen 2™-line SOC treatment will be administered according to local
standards as outlined in Section 6.3.1 (erlotinib), Section 6.3.2 (docetaxel) and
Section 6.3.3 (pemetrexed).

Any medication contraindicated when using bevacizumab and erlotinib or
docetaxel or pemetrexed is not permitted and special warnings and precautions
for use of erlotinib, docetaxel and pemetrexed should be observed (see Section
7.3). For premedication of docetaxel see Section 6.3.2, and for pemetrexed see
Section 6.3.3.

Patients with full dose of anticoagulation agents at baseline for therapeutic use
cannot be included in the study. Prophylactic use of anticoagulation at baseline
and during study treatment for the maintenance of patency of permanent
indwelling central venous access devices is permitted as well as prophylactic use
of anticoagulation during study treatment for patients at high risk of venous
thromboembolism providing that:

e Stable dosing of anticoagulants for at least two weeks has been achieved,
INR or aPTT is within therapeutic limits (according to the medical standard in
the institution)

e The patient must not have had any evidence of tumour invading major blood
vessels on any prior CT scan.

e The patient has no evidence of CNS metastases

Therapeutic anticoagulation is allowed for treatment of grade 3 venous
thromboembolism with onset after the start of the trial after careful
consideration of the benefit risk in selected patients as long as INR or aPTT
is within therapeutic limits (according to the medical standard in the
institution). For the management of patients that develop grade 3 or grade 4
venous thromboembolism please refer to Section 6.1.1.6.

Due to a possible risk of bleeding during treatment with bevacizumab, patients
should not take more than 325 mg of aspirin daily (or more than 75 mg of
clopidogrel daily) at least until discontinuation of bevacizumab treatment.
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Treatment with concomitant, systemic anti-tumor agents not defined in this
protocol as trial treatment is not allowed before 3Jine treatment. Treatment with
other concurrent investigational agents of any type is not allowed before 4™-line.
See also Section 6.4.

441 Radiotherapy

Radiotherapy to any site for any reason within 28 days prior to randomization and
palliative radiotherapy to bone lesions or the brain within 14 days prior to
randomization are not allowed (Section 4.3).

During the trial:

e Patient can resume treatment with bevacizumab/SOC if palliative
radiotherapy to bone lesions or to the brain was given during the trial if the
treatment interruption with bevacizumab/SOC is <42 days (Section 6.1.1)
and if last dose of palliative radiotherapy was 14 days prior to restarting
bevacizumab/SOC.

o If the patient receives other radiotherapy, treatment with bevacizumab/SOC
can only be restarted after discussion and approval of the Roche Medical
Monitor or his/her designee

All radiotherapy must be reported in the electronic case report form (eCRF).

4.5 CRITERIA FOR PREMATURE WITHDRAWAL

Patients have the right to withdraw from trial treatment or from the trial at any
time for any reason without affecting their right to an appropriate follow-up
treatment.

Reasons a patient may discontinue treatment include, but are not limited to:

e Treatment failure (the investigator assesses SOC + further VEGF inhibition
with bevacizumab as futile )

o Adverse event ®

o Patient request (withdrawal of consent for further treatment) °

e Investigator request (with detailed documentation of reasoning) °
¢ Protocol violation

e Patient non compliance

o Trial termination by the Sponsor ¢

e Death.

When a patient discontinues trial treatment or is withdrawn, the investigator will
notify the Sponsor and, when possible, will perform the procedures indicated for
the end of treatment visit.

Protocol MO22097 v4.0 18 August 2014 Page 50



Follow-up information will be obtained for patients who discontinue the treatment
phase of the trial. See the flowcharts for procedures to be performed at end of
treatment and follow-up visits in Table 1.

Patients may be discontinued from the trial for the following reasons only:

« Patient request (withdrawal of consent for further FU, including survival FU)°
e Trial termination by the Sponsord

e Lost to follow-up ©

e Death.

a. If the reason for removal of a patient from the trial is an AE, the principal specific
event will be recorded on the eCRF. The patient should be followed until the AE
has resolved, if possible. If the AE is deemed serious, it must be reported via the
electronic SAE pages of the eCRF no more than 24 hours after learning of the
event.

b. In the case that the patient decides to prematurely discontinue, he/she should be
asked if he/she can still be contacted for further information i.e. the investigator
needs to clarify the extent of withdrawal of consent (to treatment or to by followed
up in the trial). The outcome of that discussion should be documented in both the
medical records and in the eCRF. Consent withdrawal by the patient must be
documented in writing by the patient or his/her legal representative.

c. When applicable, patients should be informed of circumstances under which their
treatment may be terminated by the investigator (e.g. treatment failure, adverse
event) without the patient’s consent.

d. The Sponsor has the right to terminate the trial at any time. Reasons may include,
but are not limited to, the following: The incidence or severity of AE in this or
other studies indicates a potentially negative benefit risk ratio for patients; patient
enrollment is unsatisfactory; data recording is inaccurate or incomplete. See also
Section 14

e. An effort must be made to determine why a patient fails to return for the
necessary visits or is dropped from the trial. This information will be recorded in
the medical record and on the patient's eCRF. Lost to follow-up is defined as 3
failed attempts by phone followed by one attempt of sending a letter that requires
signature.

Patients withdrawn from trial treatment or from the trial will not be replaced,
regardless of the reason for withdrawal.

An excessive rate of withdrawals can render the trial non-interpretable; therefore,
unnecessary withdrawal of patients should be avoided. Should a patient decide
to withdraw, all efforts will be made to complete and report the observations prior
to withdrawal as thoroughly as possible.

4.5.1 Withdrawal of patients from the Roche Clinical Repository (RCR)

Patients who gave consent to provide RCR specimens have the right to withdraw
their specimen from the RCR at any time for any reason. If a patient wishes to
withdraw consent to the testing of his/her specimen(s), the investigator must
inform the Roche monitor or designee in writing of the patient’'s wishes using the
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RCR Patient Withdrawal Form. If requested prior to database closure, the date of
withdrawal from RCF will be captured in the patient's eCRF. Upon processing
the withdrawal request, of this patient, no further analysis will be performed on
his/her specimens and any remaining RCR specimens will be destroyed. A
patient’s withdrawal from the main trial does not, by itself, constitute withdrawal
of the specimen from the RCR. Likewise, a patient’s withdrawal from the RCR
does not constitute a withdrawal from the main trial.

4.6 REPLACEMENT POLICY (ENSURING ADEQUATE NUMBERS OF
EVALUABLE PATIENTS)

4.6.1 For patients

Patients randomized into the trial will not be replaced.

4.6.2 For centers

A center may be replaced for, though not limited to, the following administrative
reasons:

e Excessively slow recruitment (e.g. no patients enrolled within 3 months
following site initiation without successful corrective actions to improve
enrollment rate).

e Poor protocol adherence and/or repeated protocol violations.

e Repetitive late / inaccurate clinical data entry or failure to resolve data queries
in the eCRFs.

e Non-compliance with International Conference on Harmonization (ICH) Good
Clinical Practice (GCP) guidelines.
5. SCHEDULE OF ASSESSMENTS AND PROCEDURES

Please refer to Table 1 detailing the schedule of assessments.

5.1 SCREENING EXAMINATION AND ELIGIBILITY SCREENING FORM

All patients must provide written, informed consent before any trial-specific
assessments or procedures are performed (and separate informed consent for
optional biomarker assessments).

A screening examination (“baseline”) should be performed between 28 days and
1 day before the first dose of treatment (for specific timelines see Table 1), which
will include the following procedures (unless the procedures have already been
conducted during this time period as part of the patient’s routine clinical care:

e Eligibility (inclusion and exclusion criteria, as listed in Section 4.2 and
Section 4.3, respectively)

e Demographics (including ethnicity), complete medical history, concurrent
ilinesses
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e Medical history including demographics, previous and current diseases

e Lung cancer history to include smoking history (current or past smoker status,
number of pack-years), prior surgery, radiotherapy, chemotherapy and other
anti-tumor treatment, AEs experienced during 1%-line treatment with 4-6
cycles of bevacizumab plus a platinum doublet-containing chemotherapy
regimen followed by a minimum of 2 cycles of bevacizumab (monotherapy)
maintenance prior to PD1 (ongoing AEs all grades; resolved AEs grade = 3),
results of histological/cytological analyses, tumor location and staging, and
genetic information (e.g. EGFR mutation status) if available.

e Standard 12-lead ECG.

e Complete physical examination and measurement of vital signs (including
height, weight and blood pressure).

e ECOG PS (see Section 5.3.3).

e Blood sampling for serum pregnancy test (see Section 5.4.1) and assessment
of laboratory parameters (see Section 5.4).

e Urinalysis (see Section 5.4).

e Tumor ment (see Section 5.3.1).

e AEs: After informed consent, but prior to initiation of study medications, only
SAEs caused by a protocol-mandated intervention will be collected (e.g.,
SAEs related to invasive procedures such as biopsies, medication washout,
or no treatment run-in). All other AEs should be documented with the medical
history.

e QoL (assessed using the European Organization for Research and Treatment
of Cancer [EORTC] QLQ-C30/QLQ-LC13 questionnaire, described in
Section 5.3.5 and included in Appendix 2.

e RCR sampling (optional; see Section 5.4.2).
Patients who fulfill all the inclusion and none of the exclusion criteria will be
accepted into the trial.

An Eligibility Screening Form (ESF) documenting the investigator's assessment
of each screened patient with regard to the protocol’s inclusion and exclusion
criteria is to be completed by the investigator.

A screen failure log must be maintained by the investigator.

5.2 PROCEDURES FOR RANDOMIZATION OF ELIGIBLE PATIENTS

Patients where written informed consent has been obtained and who satisfy all
eligibility criteria, can be randomized into the trial. As eligibility will not be
confirmed centrally, it is the responsibility of the investigator to ensure that each
patient meets all eligibility criteria. In the event there are any questions or doubts
about a patient’s eligibility, the investigator site should contact its designated
Roche representative (i.e. study monitor) before enrolling the patient.
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The investigator site will be provided with a unique trial patient identification
number via the eCRF, at the time of individual patient enrolment. The patient
numbers will be allocated sequentially in the order in which the patients are
enrolled.

The investigator or designee will use the IWRS/IVRS to randomize the patient
into the trial and will enter enrollment data into the eCRF.

A Patient Enrollment and Identification Code List must be maintained by the
investigator.

Eligible patients will be randomly assigned to treatment groups. Randomization
will be performed through a central stratified block randomization process using
the following stratification factors:

o Type of planned 2"-line treatment (erlotinib vs. docetaxel vs. pemetrexed)

e Number of cycles of bevacizumab maintenance treatment prior to PD1 (< 6 vs.
> 6)

e Smoking status (never vs. former vs. current)

5.3 CLINICAL ASSESSMENTS AND PROCEDURES

All assessments will be scheduled as indicated in Table 1. Additional
assessments may be performed as clinically indicated.

All material used for the baseline ment and ment of follow-up of
patients, or for the investigation of AEs, may be duplicated and made available to
the Sponsor for review on request, e.g., for further assessment of the safety
profile of the trial treatment, quality assurance purposes etc.

5.3.1 Tumor assessments and response criteria

Tumor assessments will be performed at baseline and at each tumor assessment
time point (Table 1), and will consist at minimum of CT scans (high resolution if
possible) of the chest and upper abdomen, using i.v. contrasts (for imaging of
liver and adrenal glands). All tumor assessments must be performed using the
same imagery technique throughout the trial. The same investigator should make
measurements for all assessments for each patient.

Patients known to have bone metastasis at baseline, or displaying clinical or
biological signs (e.g., serum ALP > 1.5 ULN) of bone metastasis, should undergo
an isotope bone scan (this procedure is not mandatory if an "®EDG PET scan has
already been performed). CT/MRI scan of the brain is not mandatory, but should
be performed as soon as possible if there is a clinical suspicion of CNS
metastasis.

Response evaluation criteria in solid tumors (RECIST v1.1) will be used to
evaluate tumor response. A summary of the RECIST v1.1 criteria is provided in
Appendix 1.
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Consistency of consecutive CT-scans, X-rays or MRIs should be ensured during
all assessments for each patient, with the same technique being used for
evaluating lesions throughout the treatment period. (Use of spiral CT or MRI is
required for enrollment of lesions <20 mm and must be documented in medical
records and used consistently throughout the trial.) The use of oral and i.v.
contrast etc. should, as long as it is clinically possible, be kept consistent. Tumor
measurements should be made by the same investigator/radiologist for each
patient during the trial to the extent that this is feasible. In case of clinically
measurable superficial (such as skin) lesions, repeated photographs should be
used to document tumor response. These photos must include a ruler for
documentation purposes.

Tumor response will be confirmed a minimum of 4 weeks after the initial
response was noted, or at the next scheduled tumor assessment if it is to occur
more than 4 weeks after the initial response.

Scheduling of tumor assessments

Baseline total tumor burden (at PD1) must be assessed within a maximum of 28
days before first dose of trial drug treatment, with the aim being to assess tumor
burden as close to the first dose as possible.

Post-baseline assessments are to be performed at the following time points (see
Table 1):

o At completion of every 2™ cycle during 2"-line treatment

e At the Response Assessment visit, at least 4 weeks after any tumor response

e At completion of every 3¢ cycle during 3".line and subsequent lines of
treatment.

e Progression Assessment visit, once PD2/PD3/PD4 is/are observed.
e For patients in the follow-up phase: Every 12 weeks prior to PD3.
e Final visit for patients on treatment or prior to PD3.

The PD1 assessment will serve as baseline for determining PD2. The PD2
assessment will serve as baseline for determining PD3. The PD3 assessment
will serve as baseline for determining PD4, etc.

If there is suspicion of new PD based on clinical or laboratory findings before the
next scheduled assessment, an unscheduled assessment should be performed
to confirm new PD by repeat scan.

If a patient inadvertently misses a prescribed tumor evaluation or a technical
error prevents the evaluation (with the exception of the Response Assessment
visit), the patient may continue treatment until the next scheduled assessment,
unless signs of clinical progression are present. If there is suspicion of new PD
based on clinical or laboratory findings before the next scheduled assessment,
an unscheduled assessment should be performed.
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Symptomatic deterioration may occur in some patients. In this situation,
progression is evident in the patient’s clinical symptoms, but is not supported by
the tumor measurements. Additionally, the PD may be so evident in some cases
that the investigator may elect not to perform further disease assessments. In
such cases, the determination of clinical progression will be based on
symptomatic deterioration. These determinations should be a rare exception as
every effort should be made to document the objective progression of underlying
malignancy with appropriate imaging.

Complete and partial responses must be confirmed no less than 4 weeks after
the criteria for response are first met. The confirmatory radiology should be
performed within 4 to 6 weeks. In case of SD, follow-up measurements must
have met the SD criteria at least once after trial entry at a minimum interval of 6
weeks.

5.3.2 Clinical efficacy assessments
Duration of survival, PFS and time to PD2/3/4 will be assessed until trial end.

Duration of survival is defined as the time period from randomization to death.
Time to PD2/3/4 is defined as the time period from randomization to PD2/3/4.

5.3.3 Performance status

PS will be measured using the ECOG Performance Status Scale (see
Appendix 3).

It is recommended, where possible, that a patient's PS will be assessed by the
same person throughout the trial.

PS will be assessed as described in (Table 1).

5.3.4 Clinical safety assessments

All assessments will be scheduled as indicated in the Schedule of Assessments
(Table 1). Additional assessments may be performed as clinically indicated.

Clinical assessments will include prior medical history, prior cancer therapies and
PS; these may include a CT / MRI scan of the brain (only in patients with
symptoms/signs suggestive of CNS involvement or other unexplained
neurological symptoms).

A symptom-directed physical examination will be performed at each visit or as
indicated, including measurement of vital signs (height [at baseline only], weight
and blood pressure)

The NCI-CTCAE version 4.0 will be used to evaluate the clinical safety of the
treatment in this trial (see Appendix 4). Patients will be assessed for all AEs,
SAEs, and AEs of special interest at each clinical visit and as necessary
throughout the trial. All AEs will be recorded into the eCRF pages. Further details
on definition, collection and reporting of AEs are provided in Section 5.5 and
Section 7.

Concomitant therapies, as outlined in Section 4.4 need to be recorded in the
eCREF at each trial visit.
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Safety assessments in line with local standard of care or those that are symptom-
directed should be undertaken at the discretion of the treating physician.

A standard 12-lead ECG will be performed within 28 days prior to Day 1, Cycle 1
and repeated during the trial as clinically indicated.

Within 30 days after the last bevacizumab / SOC treatment administration,
patients will undergo a safety follow-up assessment, including general physical
examination, measurement of vital signs, ECOG PS, laboratory assessments
and AE follow-up.

LVEF will only be assessed in the event of symptomatic cardiac failure and
should be repeated every 3 weeks until resolution or stabilization of the event.
The same assessment method should be used throughout the trial.

5.3.5 Quality of life assessments

QoL will be assessed using the EORTC QLQ-C30/QLQ-LC13. The QLC-C30 has
been shown to be a reliable and valid measure of the QoL of cancer patients in
multicultural clinical research settings. The QLQ-LC13 module has also been
shown to be a clinically valid and useful tool for assessing disease- and
treatment-specific symptoms in lung cancer patients participating in clinical trials,
when combined with the QLQ-C30.

The QLQ-C30 is a self-administered, cancer-specific questionnaire with
multidimensional scales; it consists of five functional domains (physical, role,
emotional, cognitive, and social); three symptom domains (fatigue,
nausea/vomiting, and pain); six single items (dyspnea, sleep, appetite,
constipation, diarrhea, and financial impact) and a global QoL domain. The QLQ-
C30 comprises 30 questions.

In addition, the QLQ-LC13 module addresses specific issues in lung cancer
patients that may not be addressed adequately by the core questionnaire QLQ-
C30. The module comprises 13 questions incorporated into one multi-item scale
designed to evaluate dyspnea and a series of single items assessing different
types of pain, as well as cough, hemoptysis, dysphagia, sore mouth, alopecia,
and peripheral neuropathy.

For each domain and item, a linear transformation is applied to standardize the
raw score to a range from O to 100, with 100 representing best possible
function/QoL, and highest burden of symptoms for symptom domains and single
items.

The QLQ-C30/QLQ-LC13 questionnaire will be used in all countries for which a
validated translation is available in a language in which the patient is fluent.
Each patient should complete a questionnaire once at each of the following time
points:

e Baseline (within 7 days prior to Cycle 1 Day 1)

o At every cycle until the completion of 3™-line treatment (for patients stopping
treatment prematurely every 12 weeks prior to PD 3)
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o At every 2™ bevacizumab cycle until cessation of bevacizumab; and 30 days
after last dose

e Final visit (for patients on treatment or prior to PD3).

Patients should complete the questionnaires at the beginning of each visit, before
any extensive contact and consultation with the clinician/trial investigator, as the
consultation may bias the patient’s perceptions about his or her health-related
QoL.

For questionnaires completed at the beginning of a cycle, the patient’s answers
should be based on his or her QoL over the entire period elapsed since the
previous questionnaire.

The site staff should ensure appropriate identifiers (i.e. date of completion and
patient study number) are recorded each time a questionnaire is filled in.

The QLQ-C30/QLQ-LC13 will be scored as recommended by the developers. For
the QLQ-C30/QLQ-LC13 tool, higher scores indicate better QoL.

5.4 LABORATORY ASSESSMENTS

The time points for laboratory tests are defined in the Schedule of Assessments
(Table 1).

Additional tests may be performed at the discretion of the investigator.

In order to determine a patient’s eligibility for the trial, hematology, coagulation
tests, blood chemistry, urinalysis and serum pregnancy test (female patients)

have to be performed within 2-28 days (see Table 1) of patient inclusion and
recorded in the Screening section of the eCRF.

Local laboratories will be used for all laboratory tests, with abnormal test results
for the laboratory test recorded in the AE section of the eCRF Section 7.1.3.
Sample handling procedures will comply with Good Laboratory Practices.

The total volume of blood loss for laboratory assessments will be approximately
15 mL per cycle.

5.4.1 Safety laboratory assessments

Regular safety assessments should be taken in accordance with local standard
of care, and include:

e Hematology: hemoglobin, hematocrit, red blood cell count, white blood cell
count with differential, platelet count

e Coagulation tests (INR and aPTT or equivalent)

e Biochemistry: serum chemistry (including total protein [or albumin only], ALP,
AST/SGOT, ALT/SGPT, total bilirubin, creatinine, estimated CrCl)

e Urinalysis by dipstick. In case proteinuria =2+ is detected by the dipstick
method, a 24-hour urine collection is needed to confirm renal function is
within acceptable limits (< 1 g per day).
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e Pregnancy test: WOCP will have a serum pregnancy test no more than 7
days prior to the first trial treatment or no more than 14 days (with a
confirmatory urine pregnancy test within 7 days prior to the first trial
treatment). This test will be repeated if there is any likelihood that a female
patient may be pregnant (not required for women who have undergone, and
have documentation of a hysterectomy).

5.4.2 Roche Clinical Repository (RCR) of biomarker samples and
assessments

Specimens for dynamic (non-inherited) biomarker discovery and validation will
be collected from consenting patients.

These specimens will be used for research purposes to identify dynamic
biomarkers that are predictive of response to bevacizumab treatment (in terms of
dose, safety and tolerability) and will help to better understand the pathogenesis,
course and outcome of NSCLC and related diseases. To these ends analysis
may include determination of markers such as VEGF, VEGFR-1, VEGFR-2,
neuropilins, angiopoetins, PIGF and bFGF. Specimens for dynamic biomarker
discovery will be single coded like any other clinical sample (labeled and tracked
using the patient’s trial identification number.

Specimens for genetic biomarker (inherited) discovery and validation will also
be collected from consenting patients.

The pharmacogenetic information gathered through the analysis of specimens in
the RCR is hoped to improve patient outcome by predicting which patients are
more likely to respond to specific drug therapies, predicting which patients are
susceptible to developing adverse side effects and/or predicting which patients
are likely to progress to more severe disease states. Such genetic samples
collected for analysis of heritable DNA variations will be double coded: a new
independent code will be added to the first code to increase confidentiality and
data protection.

For sampling procedures, storage conditions and shipment instructions
see trial Sample Handling and Logistics Manual.

Plasma assays

Blood (two approximately 6 mL samples in EDTA) for plasma isolation will be
obtained at baseline, after every 4 cycles while patient is receiving trial drug, and
then at end of treatment, as shown in Table 1 (Schedule of assessments). Blood
sampling for plasma isolation will stop for patients receiving study treatment
beyond 4™_line. These samples will be used for biomarker assays which may
include but are not limited to VEGF, sVEGFR1/R2, PIGF, ICAM, bFGF and other
candidate NSCLC biomarkers.

Blood sample for genetic analysis

Whole blood (approximately 6 mL in K3 EDTA) for DNA isolation will be collected
at baseline shown in Table 1 (Schedule of assessments). It is highly
recommended that this be done prior to randomization to ensure that samples
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are collected from patients who withdraw. If, however, the RCR genetic blood
sample is not collected during the scheduled visit, it may be collected at any time
(after randomization) during the conduct of the clinical trial. The sample may be
processed using techniques such as kinetic PCR and DNA sequencing.

Archival Tumor Tissue Sampling

Tumor tissue collection is optional in this trial and written informed consent will be
obtained. The rationale for the tissue collection is described in Section 3.1.1.

Twenty slides of formalin fixed tumor tissue embedded in paraffin blocks will be
collected for all consenting patients. Slides should be freshly cut from formalin
fixed tumor tissue embedded in paraffin blocks (or parts of tumor tissue blocks
for disposition at Roche) of primary tumor (or metastatic sites, if the primary
tumor is not available), with minimal necrosis. If tissue from rebiopsies is
available, it will be collected and analysed in a similar way. The study does not
require any tissue removal but uses archival tissue obtained during routine care.

The following assessments may be performed on the tumor tissue but are not
limited to:

e Expression of NRP 1

e Expression of VEGF A, VEGF-R1, VEGF-R2
e Expression of CD31

e Expression of cMet

The material will be used for IHC analysis and DNA/RNA extraction. Additional
methodologies may be applied for corroboration, including RT-PCR, in situ
hybridization, and gene expression profiling. The collected tumor tissue and
blood samples may be used to develop and validate diagnostic assays and might
allow the generation of statistically meaningful biomarker data.

The results of specimen analysis from the RCR will facilitate the rational design
of new pharmaceutical agents and the development of diagnostic tests, which
may allow for individualized drug treatment for patients in the future.

All RCR specimens will be destroyed no later than 15 years after the final freeze
of the respective clinical database unless regulatory authorities require that
specimens be maintained for a longer period. The specimens in the RCR will be
made available for future biomarker research towards further understanding of
treatment with bevacizumab, of NSCLC, related diseases and AEs, and for the
development of potential associated diagnostic assays. The implementation and
use of the RCR specimens is governed by the RCR policy to ensure the
appropriate use of the RCR specimens.

For all samples, dates of consent and data on specimen collection should be
recorded on the associated RCR page of the eCRF.

RCR sampling will be continued as outlined in Table 1.
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5.5 POST-TRIAL PROVISION OF CARE

All patients in Arm A will receive bevacizumab as long as required per protocol
for the duration of the trial.

At the end of the trial (see Section 3.1.3), patients still receiving treatment will
continue to receive bevacizumab (provided by the Sponsor) until next PD
(patients on 2™-line treatment can receive bevacizumab until PD3) is diagnosed
or unacceptable toxicity, or patient withdrawal, or untii an absolute
contraindication to repeated treatment arises (or a decision is made to stop
treatment).

Consenting patients will be rolled over into a separate protocol designed to allow
treatment continuation until PD for patients from various bevacizumab Roche
studies. In this protocol, safety information, study drug administration, disease
progression and survival data will be collected.

All other patients will receive post-trial treatment for NSCLC at the investigator’s
discretion.

At the safety follow-up visit, the investigator should instruct each patient to report
to the investigator any subsequent adverse events.

After study closure, the Sponsor should be notified if the investigator becomes
aware of any death, serious adverse event, or other non-serious AEs of special
interest occurring at any time after a patient has discontinued study participation
regardless of the relationship to the study drug.

The investigator is not required to actively monitor patients after the study has
ended. The Sponsor should also be notified if the investigator becomes aware of
the development of cancer or a congenital anomaly/birth defect in a subsequently
conceived offspring of a patient that participated in this study.

The investigator should report these events to Roche Safety Risk Management
on the Adverse Event eCRF. If the Adverse Event eCRF is no longer available,
the investigator should report the event directly to local Roche affiliate.

6. DOSING AND SCHEDULING
For “Pharmaceutical Particulars of Bevacizumab” see Appendix 5.

In the uncommon case of a patient having a CR, further treatment is at the
discretion of the investigator. The patient will remain in the study for further
follow-up. All details will be clarified on a case by case basis with the Roche
Medical Monitor or his/her designee.

6.1 DOSE AND SCHEDULE OF BEVACIZUMAB

The dose of 7.5 mg/kg or 15 mg/kg of bevacizumab will be administered
intravenously every 21 days + 3 days. The approved (per label) dose (7.5 or 15
mg/kg i.v.) and Q3W schedule of bevacizumab used during 1-line and
maintenance treatment should be the same dose and schedule administered to
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each patient during the study. This same bevacizumab dose and Q3W schedule
must be continued throughout all lines of treatment for the duration of the trial in
any given patient.

At each cycle, bevacizumab must be administered before SOC treatment at the
same clinic visit, as erlotinib is taken orally the patient is allowed to follow his
normal schedule. Rationale for dose selection is given in Section 3.1.2. The first
dose of bevacizumab will be administered in a similar fashion to 1-line
treatment. If this is not known, the investigator should follow the standard
instructions for first time administration (see Appendix 5)

6.1.1 Dose modifications and delays

Bevacizumab dose will not be reduced for reasons other than a > 10% change in
weight from baseline. If iv. SOC treatment is delayed, bevacizumab
administration must also be delayed. If erlotinib is delayed bevacizumab
treatment can continue unless the reason for the delay of erlotinib would also
result in holding bevacizumab. Missed doses will not be administered
subsequently. Treatment can not be omitted for more than 42 days. Restarting
bevacizumab treatment after missing more than 42 days must be discussed with
the Roche Medical Monitor or his/her designee.

Bevacizumab dose adjustments for body weight changes are not required unless
the patient’s body weight changes by at least 10% from baseline.

In cases of toxicity, please refer to the current version of the bevacizumab
Investigator’s Brochure for guidance.

6.1.1.1  General Remarks on Grade 3 or 4 Bevacizumab-Related Events
Eirst occurrence:

e hold bevacizumab until toxicity has resolved to baseline or at least improved
to CTCAE v4.0 grade < 1 (with exception of the special cases outlined below
and in Section 7.3.1).

Second occurrence upon reintroduction:

e |f grade 3 toxicity recurs upon reintroduction of bevacizumab, the investigator
should consider the individual benefit versus the risk of continuing the
bevacizumab therapy. If the event occurs again upon a second reintroduction
of bevacizumab, bevacizumab treatment should be permanently discontinued.

e If a second episode of grade 4 toxicity occurs, permanently discontinue
treatment.

If the first occurrence was during the 15-line treatment, this should be counted.
Please see also Section 5.1 for guidance of reporting those AEs.

As described below, bevacizumab treatment may be either temporarily or
permanently suspended in the case of hypertension, proteinuria,
thrombosis/embolism, hemorrhage, CHF or wound healing complications in
addition to any other serious bevacizumab-related toxicity (grade 3 or 4).
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Bevacizumab should be temporarily withheld in the event of febrile grade 4
neutropenia and/or grade 4 thrombocytopenia (regardless of the relationship to
treatment), since these conditions are predisposing factors for an increased
bleeding tendency. For appropriate management for grade 3 or 4 bevacizumab-
related events is described below

In addition, bevacizumab treatment should be permanently discontinued in
patients experiencing any of the following events:

e Grade 4 hypertension (hypertensive crisis).

e RPLS.

e Nephrotic syndrome.

e Grade 3/4 hemorrhagic/bleeding events, including
o any grade CNS bleeding.
o grade > 2 hemoptysis.

e Thromboembolism
o any grade of arterial thromboembolism.
o grade 4 venous thromboembolism.

e Any grade of gastrointestinal perforation.

e Fistulae
o any grade of tracheo-esophageal fistula.
o grade 4 non-gastrointestinal fistula.

e Grade 3/4 CHF.

6.1.1.2 Hypertension

Patients must be closely monitored on trial for the development or worsening of
hypertension. Blood pressure measurements should occur after the patient has
been in a resting position for 2 5 minutes. If the initial BP reading is = 140 mmHg
systolic and/or 2 90 mmHg diastolic pressures, the result should be verified with
a repeat measurement. If hypertension occurs, bevacizumab treatment should be
managed as described below

Bevacizumab should be permanently discontinued if medically significant
hypertension cannot be adequately controlled with antihypertensive therapy, or if
the patient develops hypertensive crisis or hypertensive encephalopathy.

6.1.1.3  Reversible Posterior Leucoencephalopathy Syndrome (RPLS)

There have been rare reports of patients treated with bevacizumab that develop
signs and symptoms consistent with RPLS, a rare neurological disorder, which
can present with following signs and symptoms among others: seizures,
headache, confusion, visual disturbance or cortical blindness, with or without
associated hypertension. Brain imaging confirms the diagnosis of RPLS.
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Bevacizumab treatment should be discontinued in patients who develop
signs/symptoms consistent with RPLS and the specific symptoms should be
appropriately treated, including control of hypertension.

6.1.1.4  Proteinuria

Proteinuria will be assessed within 48 hours before each bevacizumab treatment by
dipstick method unless assessed by 24-hour urine collection. An algorithm for the
appropriate management graded according to NCI CTC-AE 4.0 following a positive
dipstick result with corresponding bevacizumab treatment management guidance is
provided below (Table 3).

Table 3 Bevacizumab treatment management for proteinuria

NCI CTCAE
v4.0 grading

Urinalysis Treatment action

Grade 1 1+ proteinuria No bevacizumab dose modifications

urinary protein
<1.0g/24 hrs

Grade 2 2+ proteinuria Suspend bevacizumab for urine protein level

urina rotein 1.0- | =2 9/24 hrs and resume when proteinuria is

34 ggfhrs <2 g/24 hours

For 2+ dipstick: may administer bevacizumab; obtain
24-hour urine prior to next bevacizumab dose

For 3+ dipstick: obtain 24-hour urine prior to
bevacizumab administration

Grade 3 Urinary protein Suspend bevacizumab. Resume when proteinuria is
>3.59/24 hrs <2 g/24 hrs, as determined by 24-hrs urine collection
<2.0g.
Nephrotic Discontinue bevacizumab.
syndrome

6.1.1.5 Hemorrhage
Bevacizumab should be permanently discontinued for:

e Any grade of CNS bleeding: permanently discontinue bevacizumab. Patients
should be monitored for signs and symptoms of CNS bleeding, and
bevacizumab treatment discontinued in case of intracranial bleeding of any
grade.

e Grade > 2 hemoptysis.
e Grade 3 or 4 bleeding of any other kind.

If hemorrhagic complications occur in patients on full dose anticoagulation
treatment, permanently discontinue bevacizumab treatment and follow guidelines
of the institution. Standard procedures such as antagonisation with protamine or
vitamin K, infusion of vitamin K dependent factors or insertion of a vena cava
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filter should be considered dependent on the severity of the bleeding and
thrombotic events and the organ affected.

Dose modifications for the selected SOC treatment are outlined in Section 6.5.
6.1.1.6  Thrombosis/embolism

Arterial thromboembolism: If a patient experiences any grade of arterial
thromboembolism during the trial treatment period, bevacizumab should be discontinued
permanently.

Venous thromboembolism: Patients experiencing a grade 4 thrombosis must be
discontinued from the trial.

If a patient experiences a grade 3 venous thromboembolism, bevacizumab must
be withheld for 21 days. Bevacizumab may be resumed during the period of
therapeutic-dose anticoagulant treatment.

6.1.1.7  Dose interruption due to infusion-associated reactions
For administration guidelines, see Appendix 5.

e In case of an infusion-related reaction a 90-minute infusion or up to 24 hours
later, the next infusion must be administered over at least 120 minutes. If the
120 minute infusion is well tolerated, the next infusion and all subsequent
infusions may be delivered over 120 minutes.

e If any infusion-related reaction occurs during a 60 minute infusion or up to 24
hours later, the next infusion must be administered over 90 minutes. If the 90
minute infusion is well tolerated, the next infusion and all subsequent
infusions may be delivered over 90 minutes.

e If an infusion-related reaction occurs during a 30-minute infusion or up to 24
hours later, all subsequent infusions may be delivered over 60 minutes or
longer.

6.1.1.8  Surgical procedures and wound healing complications

Bevacizumab treatment should be withheld for an interval of at least four weeks
(28 days) before conducting elective surgery. In the case of unplanned surgical
procedures, bevacizumab should be stopped as soon as the indication for
surgery is identified. Emergency surgery should be performed as appropriate
without delay after a careful risk benefit assessment.

Bevacizumab treatment should be restarted > 28 days and < 42 days following
major surgery. In patients who experience wound healing complications during
bevacizumab treatment, bevacizumab should be withheld until the wound is fully
healed. If the wound is not fully healed within 42 days, bevacizumab treatment
should be discontinued.

Continuation of trial treatment in patients who have had bevacizumab treatment
delayed for more than 42 days due to surgical procedures or wound healing must
also be discussed with the Roche medical monitor or his/her designee.
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6.2 FORMULATION, PACKAGING, LABELLING, PREPARATION AND
ADMINISTRATION OF BEVACIZUMAB

For detail regarding the formulation, packaging, labeling, preparation and

administration of bevacizumab, see Appendix 5.

6.3 DOSE AND SCHEDULE OF SECOND-LINE STANDARD OF CARE
TREATMENT

Use of SOC treatment will be in accordance with the relevant local guidelines
and SmPC. Management (i.e. handling, storage, administration and disposal) will
be in accordance with GCP and local guidelines.

e Use normally available commercial stock in keeping with the usual practice of
the institution.

e There are no special accountability arrangements for erlotinib, docetaxel or
pemetrexed

e Below is a summary of the guidelines which should be used as guidance in
this protocol

6.3.1 Dose and schedule of erlotinib

The dose of erlotinib is 150 mg daily taken on an empty stomach at least one
hour before or two hours after the ingestion of food.

6.3.2 Dose and schedule of docetaxel

Docetaxel should generally not be given to patients with bilirubin > ULN, or to
patients with SGOT/AST and/or SGPT/ALT > 1.5 x ULN concomitant with ALP
> 2.5 x ULN. Patients with elevations of bilirubin or abnormalities of transaminase
concurrent with ALP are at increased risk for the development of grade 4
neutropenia, febrile neutropenia, infections, severe thrombocytopenia, severe
stomatitis, severe skin toxicity, and toxic death. Patients with isolated elevations
of transaminase > 1.5 x ULN also have a higher rate of febrile neutropenia grade
4.

o The dose of docetaxel is 60 or 75 mg/m? i.v. in 500 mL normal saline or 5%
dextrose (according to local label and the standard practice of the institution)
via a rate-controlling device over 1 hour on Day 1 every 21 days (+ 3 days).

e Reconstitute and administer via a non-PVC giving set and connectors
incorporating a filter < 0.22 pm.

e Monitor closely for allergic reactions and cardiac arrhythmias as per local
institution guidelines.

Premedication for Docetaxel

All patients should be premedicated with oral corticosteroids such as
dexamethasone 16 mg per day (e.g., 8 mg BID) for 3 days starting 1 day prior to
docetaxel administration in order to reduce the incidence and severity of fluid
retention as well as the severity of hypersensitivity reactions.
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6.3.3 Dose and schedule of pemetrexed

The dose of pemetrexed is 500 mg/m2 i.v. over 10 minutes on Day 1 every 21
days (+ 3 days).

Premedication for pemetrexed

All patients treated with pemetrexed must be instructed to take folic acid and
vitamin B12 as a prophylactic measure to reduce treatment-related toxicity. To
reduce the incidence and severity of skin reactions, a corticosteroid should be
given the day prior to, on the day of, and the day after pemetrexed
administration. The premedication doses administered are in compliance with the
SmPC.

Folic Acid

Patients will obtain folic acid in one of the following forms, with preference in
order from Option 1 to Option 3:

1. 350 to 600 g folic acid.

2. A multivitamin containing folic acid in the range of 350 to 600 pg (acceptable
only if Option 1 is not available).

3. A dose of folic acid between 600 and 1000 pg (acceptable only if neither
Option 1 nor Option 2 is available).

For purposes of this trial, all patients should take oral folic acid daily, beginning
approximately 1 to 2 weeks prior to the first infusion of pemetrexed, and
continuing daily until 21 days after discontinuation of pemetrexed.

Vitamin B,

Vitamin B4, will be prescribed by the investigator and administered as a 1000 pg
intramuscular injection. A vitamin Bj, injection must be administered
approximately 1 to 2 weeks prior to the first pemetrexed infusion, and should be
repeated approximately every 9 weeks. Equivalent sub cutaneous administration
is permitted.

Dexamethasone

Dexamethasone 4 mg (or an equivalent corticosteroid and dose) will be given
orally twice per day, the day before, the day of, and the day after each dose of
pemetrexed.

6.4 DOSE AND SCHEDULE OF THIRD AND SUBSEQUENT LINES OF
STANDARD OF CARE TREATMENT

Following PD2 or intolerance to 2"jine SOC treatment, a new, locally approved
SOC agent may be selected for subsequent 3™-line treatment. The choice and
administration schedule of agent will be according to local standards of care.
Bevacizumab must continue to be given in 21-day cycles (+ 3 days). An
approved SOC agent not initially administered as 2"-line treatment may be
subsequently selected e.g. if a patient received erlotinib as 2"ine treatment,
then either docetaxel, pemetrexed, or another approved agent can be used in 3%-
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line or subsequent line treatment. Similarly, following PD3, a new, approved SOC
agent may be selected for subsequent treatment according to local standards of
care.

An investigational treatment is only allowed following PD3. No anti-angiogenesis
treatment, other than bevacizumab, is allowed in Arm A, and no anti-
angiogenesis treatment is allowed in Arm B. Should the investigator decide to
treat the patient with an investigational drug in 4™ or later line, bevacizumab
treatment will be stopped.

6.5 DOSE MODIFICATIONS AND DELAYS OF STANDARD OF CARE
TREATMENT

Dose modifications and toxicity management of SOC treatment will be in
accordance with the relevant local guidelines and SmPC. Below is a summary of
the guidelines which should be used as guidance in this protocol.

6.5.1 Erlotinib

Reduction/interruption of dosing for adverse events may take place at any time
during the trial.

Diarrhea and skin rash are the major side effects associated with erlotinib. Other
known side effects of erlotinib include dry skin, fatigue, pruritus, nausea,
vomiting, anorexia, abdominal pain, gastrointestinal perforation, dry mouth, dry
eye, and headache. Dose reduction to 100 mg daily can be made according to
the system exhibiting the greatest degree of toxicity. All toxicities will be graded
according to the NCI CTC-AE version 4.0.

Upon the onset of an AE deemed by the investigator to be related to erlotinib,
treatment will be interrupted until AE resolution and then restarted at 100 mg
daily. Once a patient has a dose reduction for toxicity, the dose will not be re-
escalated except in the case of erlotinib-related rash.

The following guidelines in Table 4 outline dose adjustments according to the
most common toxic effects. In the event of a rash, dose can be re-escalated
when rash is < grade 2. Should a patient experience more than one toxic effect,
the dose should be reduced.

If symptoms of the same degree reoccur after re-initiating the treatment at
reduced dose patients should cease erlotinib.

Dosing may be interrupted for a maximum of 14 days if clinically indicated and if
the toxicity is not controlled by optimal supportive medication. Patients who
require an interruption in dosing of > 14 days will discontinue treatment.

Missed doses:

Doses should be taken at the same time each day. If the patient vomits after
ingesting the tablets, the dose will be replaced only if the tablets can actually be
seen and counted. A missed dose normally taken in the morning can be taken
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any time during the same day. Patients will be asked to report any missed doses

to trial site personnel.
Table 4

Toxicity

Keratitis 2 Interrupt the treatment. Hold until recovery, and
Ophthalmologic assessment. then restart at reduced
dose. Continue regular
ophthalmological
assessments while on
treatment.
23 Discontinue treatment and seek
ophthalmological advice
Diarrhea 1 No intervention None

2 Loperamide (4 mg at first onset, None**
followed by 2 mg every 2-4 hours 4

3 oo Hold until recovery to <
until diarrhea-free for 12 hours) grade 1, and then restart

at reduced dose.

4 Discontinue treatment

Rash 1 No intervention None

2 Any of the following: minocycline®, None**

3 top!cal te.tracycline or 9Iindamycin, Hold until recovery to <
tgplcal silver sylfadlazme, ) grade 2, and then restart
diphenhydramine, oral prednisone

the dose.
(short course)
4 Discontinue treatment
Other toxicity | =2 prolonged | Treatment as appropriate Hold until recovery to <
clinically grade 1, and then restart
significant at reduced dose.
toxicity

* If no recovery after 14 days of holding drug, patients should cease erlotinib

**If dose has been previously held for grade 2 rash or diarrhea, and grade 2 symptoms recur, or if
the patient finds the symptoms unacceptable, hold dose until recovery to < grade 1 and then

reduce the dose.

a.Recommended dose: 200 mg p.o. b.i.d. (loading dose), followed by 100 mg p.o. b.i.d. for 7-10

days.

6.5.2 Docetaxel

Dose adjustments should be determined based on clinical assessment on Day 1

of each treatment cycle.
Docetaxel will

not be re-escalated once reduced.

If a dose reduction for

docetaxel beyond -2 is required or if docetaxel is held for more than six weeks
(from the date of last docetaxel treatment), docetaxel and prednisone should be

discontinued.
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For the initial dose-limiting toxicity (DLT), reduce the dose of docetaxel from
75 mg/m? to 65 mg/m?, select an alternate agent. For the 2™ DLT, reduce the
dose to 55 mg/m?. For any subsequent DLT, docetaxel must be ceased
permanently.

In countries, in which 60 mg/m2 is the labeled dose, dose reduction should follow
the local label.

6.5.2.1 Hematologic toxicity

Dose adjustments for hematologic toxicity with docetaxel are shown in Table 5.

Table 5 Dose adjustments for hematologic toxicity with docetaxel
Day 1 of each cycle ‘

ANC/mm?® Platelets/mm® Docetaxel
> 1,500 and/or | 2100,000 100%
< 1,500 < 100,000 Hold*

* Hold docetaxel and bevacizumab. Repeat counts weekly and resume all treatment when ANC
> 1,500/mm3 and platelets = 100,000/mm3. If treatment is held for more than one week, resume
with docetaxel at one lower dose level.

Following episodes of grade 3 or 4 neutropenia (ANC < 1000/mm?®),
consideration should be given to the use of G-CSF for subsequent cycles.

For febrile neutropenia during any cycle, defined as ANC < 500/mm® and T
> 38.2°C, docetaxel should be decreased one dose level for all subsequent
cycles.

No bevacizumab dose modifications will be made for hematologic toxicity.
6.5.2.2 Hepatic toxicity
Dose adjustments for hepatic toxicity with docetaxel are shown in Table 6.

Table 6 Dose adjustments for hepatic toxicity with docetaxel
Day 1 of each cycle ‘

Bilirubin AST Docetaxel
<1.5ULN and/or | >1.5to5xULN Decrease by one dose level
> 1.5 ULN >5x ULN Hold*

* Hold docetaxel until bilirubin < 1.5 x ULN or AST < 1.5 — 5 x ULN. Resume with docetaxel at
one lower dose level.

6.5.2.3  Neurotoxicity

For grade 3 or 4 neurotoxicity, hold both docetaxel and bevacizumab until the
toxicity resolves to grade 2 or less and then resume treatment with docetaxel at
one lower dose level. If the disability persists or worsens despite dose reduction,
hold both docetaxel and bevacizumab until toxicity clears to grade 2 or less then
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resume with docetaxel at one more lower dose level. If treatment is held for more
than six weeks (from the date of last docetaxel treatment) or if disability persists
after 2 dose reductions, discontinue docetaxel and prednisone.

6.5.2.4  Gastrointestinal toxicity

For = grade 3 oral ulceration, dysphagia, diarrhea, nausea or vomiting, hold both
docetaxel/prednisone and bevacizumab. Resume with docetaxel at one lower
dose level once symptoms resolve to grade 1 or less.

6.5.2.5 Gastrointestinal perforation and wound breakdown

For any grade gastro-intestinal perforation, gastro-intestinal leak, intra-abdominal
fistula, and wound dehiscence requiring medical or surgical intervention,
discontinue bevacizumab and docetaxel/prednisone.

6.5.2.6  Fluid retention

If symptomatic, treat the patient early with diuretics of the physician's choice. If
the patient is not responsive to diuretics, continue docetaxel and bevacizumab
treatment without prednisone. If fluid retention remains refractory, discontinue
docetaxel and prednisone.

6.5.2.7  Cutaneous toxicity

Hold both docetaxel and bevacizumab for grade 3 or 4 toxicity until the toxicity
resolves to grade 2 or less and then resume with docetaxel at one lower dose
level. If toxicity recurs, discontinue docetaxel and prednisone.

6.5.2.8  Hypersensitivity

In the event of any grade 3 or 4 hypersensitivity reactions, discontinue all current
treatment. For grade 1 hypersensitivity, slow the rate of docetaxel infusion until
resolution of symptoms, then complete infusion at the initial planned rate. For
grade 2 hypersensitivity, stop the infusion; give diphenhydramine 50 mg i.v. with
dexamethasone 10 mg i.v. plus an H2 blocker, all at the physician’s discretion.
Resume docetaxel infusion after recovery. Pretreat with diphenhydramine and
H2 blocker for future cycles.

6.5.3 Pemetrexed

Treatment with pemetrexed should be discontinued if a patient experiences any
hematologic or non-hematologic Grade 3 or 4 toxicity after 2 dose reductions
(except alopecia, which does not warrant treatment discontinuation) if a Grade 3
or 4 neurotoxicity is observed.

6.5.3.1 Hematologic toxicity

Treatment can be delayed for up to 21 days until the Day 1 ANC is > 1.5 x 10%/L
and the platelet count is > 100 x 10%L. If the counts have not recovered in 21
days, pemetrexed will be discontinued. Continuation of treatment after a delay of
more than 21 days must be discussed with the Roche Medical Monitor or his/her
designee.
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Pemetrexed may be dose-reduced for hematologic toxicity as described in
Table 7.

Table 7 Dose Modification for Pemetrexed Hematologic Toxicities

Toxicity* Dose Reduction
ANC < 500/mm® and platelets > 50,000 /mm”® 75% of previous dose
Platelets < 50,000/mm3, regardless of ANC 75% of previous dose

Platelets < 50,000/mm?® with > grade 2 bleeding, regardless of ANC. 50% of previous dose

ANC < 1000/mm? plus fever of = 38.5°C 50% of previous dose

* Nadir of last cycle

6.5.3.2 Non-hematologic toxicity

If a patient develops non-hematologic toxicities = grade 3 (excluding alopecia,
which does not warrant treatment discontinuation, and neurotoxicity),
pemetrexed should be withheld until resolution to less than the patient’s pre-
therapy value. Treatment should be resumed according to the guidelines in
Table 8.

Table 8 Dose Modification Table for Pemetrexed Non-hematologic Toxicities (Excluding
Neurotoxicit:

NCI CTC-AE Dose Reduction
Any grade 3 or 4 toxicities except mucositis and alopecia 75% of previous dose
Any diarrhea requiring hospitalization (irrespective of grade) or 75% of previous dose

grade 3 or 4 diarrhea.

Grade 3 or 4 mucositis 50% of previous dose

NCI CTC-AE = National Cancer Institute Common Terminology Criteria for Adverse Events

Creatinine Clearance (CrCl) must be 45 mL/min prior to the start of any cycle. If a
patient’s CrCl value has not returned to 45 mL/min within 42 days of last trial
drug administration, pemetrexed must be ceased.

6.5.3.3  Neurotoxicity
Patients should discontinue treatment if grade 3 or 4 neurotoxicity is observed.

6.6 BLINDING AND UNBLINDING
Not applicable; this trial is open-label.
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6.7 ACCOUNTABILITY OF IMP AND ASSESSMENT OF COMPLIANCE

6.7.1 Accountability of IMP
A preprinted Drug Dispensing Log will be provided by the Sponsor.

The investigator is responsible for the control of drug under investigation.
Adequate records for the receipts (e.g. Drug Receipt Record) and disposition
(e.g. Drug Dispensing Log) of the trial drug must be maintained. Accountability
and patient compliance will be assessed by maintaining adequate drug storage,
drug dispensing, drug inventory, and drug destruction records.

Accurate records must be kept for each trial drug vial provided by the Sponsor.
These records must contain the following information:

e documentation of drug shipments received from the Sponsor (date received,
quantity and batch identity)

e documentation of continuous drug storage within 2-8° C
e disposition of unused trial drug not administered to a patient

The Drug Dispensing Log must be kept current and should contain the following
information:

o the identification of the patient to whom the trial drug was dispensed

e the date(s), quantity and batch identity of the trial drug administered to the
patient

This inventory must be available for inspection by the Monitor at every visit. All
supplies, including partially used or empty containers and copies of the
dispensing and inventory logs, must be returned to the Monitor before the end of
the trial, unless alternate destruction has been authorized by the Sponsor, or
required by local or institutional regulations.

Any temperature excursions outside of 2-8°C must be quarantined from the
usable stock (still within 2-8°C), event should be recorded on the temperature
excursion log, and sent to Sponsor for review. Sponsor will inform site if
excursion was within limits and can be returned to usable stock.

6.7.2 Assessment of compliance

Patient compliance will be assessed by maintaining adequate trial drug
dispensing records. The investigator is responsible for ensuring that dosing is
administered in compliance with the protocol. Delegation of this task must be
clearly documented and approved by the investigator and the Sponsor.

6.8 DESTRUCTION OF BEVACIZUMAB

Local or institutional regulations may require immediate destruction of used trial
drug. In these cases, it may be acceptable for investigational site staff to destroy
dispensed trial drug before a monitoring inspection provided that source
document verification is performed on the remaining inventory and reconciled
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against the documentation of quantity shipped, dispensed, returned and
destroyed. Written authorization must be obtained from the Sponsor at trial start
up before destruction.

Written documentation of destruction must contain the following:

e Identity (batch numbers and dispensed patient numbers) of trial drug(s)
destroyed

e Quantity per type (100 mg and 400 mg vials) of trial drug(s) destroyed

e Date of destruction (date discarded in designated hazardous container for
destruction)

e Method of destruction (the site must provide the Sponsor with documentation
of their institutional policy and procedures for handling and disposing of
hazardous drugs)

e Name and signature of responsible person who discarded the trial drug in a
hazardous container for destruction.

7. SAFETY INSTRUCTIONS AND GUIDANCE
71 ADVERSE EVENTS AND LABORATORY ABNORMALITIES
7141 Clinical adverse events

This trial will comply with all local regulatory requirements. According to the ICH,
an AE is any untoward medical occurrence in a patient or clinical investigation
patient administered a pharmaceutical product and which does not necessarily
have a causal relationship with this treatment. An AE can therefore be any
unfavorable and unintended sign (including an abnormal laboratory finding),
symptom, or disease temporally associated with the use of a medicinal
(investigational) product, whether or not considered related to the medicinal
(investigational)  product. Pre-existing  conditions  (exceptions  see
Section 7.1.1.5) that worsen during the trial are to be reported as AEs.

71141 Intensity

Intensity of all AEs will be graded according to the NCI CTCAE v 4.0 on a five-
point scale (Grade 1 to 5) and reported in detail on the eCRF.
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Table 9 Grading of adverse events not listed on the Common Terminology Criteria for
Adverse Events (CTCAE) v4.0

CTC Grade Equivalent To: Definition

Grade 1 Mild Discomfort noticed but no disruption of
normal daily activity

Grade 2 Moderate Discomfort sufficient to reduce or affect daily
activity; no treatment or medical intervention
is indicated although this could improve the

overall well-being or symptoms of the patient

Grade 3 Severe Inability to work or perform normal daily
activity; treatment or medical intervention is
indicated in order to improve the overall well-
being or symptoms; delaying the onset of
treatment is not putting the survival of the
patient at direct risk.

Grade 4 Life threatening/disabling An immediate threat to life or leading to a
permanent mental or physical conditions that
prevents work or performing normal daily
activities; treatment or medical intervention is
required in order to maintain survival.

Grade 5 Death AE resulting in death

7.1.1.2  Drug - adverse event relationship

The causality relationship of trial drug to the AE will be assessed by the
investigator as either:

Yes or No

If there is a reasonable suspected causal relationship to the trial drug, i.e. there
are facts (evidence) or arguments to suggest a causal relationship, drug-event
relationship should be assessed as Yes.

The following criteria should be considered in order to assess the relationship as
Yes:

e Reasonable temporal association with drug administration

e |t may or may not have been produced by the patient’s clinical state,
environmental or toxic factors, or other modes of treatment administered to
the patient.

e Known response pattern to suspected drug

e Disappears or decreases on cessation

Protocol MO22097 v4.0 18 August 2014 Page 75




e Reappears on rechallenge

The following criteria should be considered in order to assess the relationship as
No:

e |t does not follow a reasonable temporal sequence from administration of the
drug.

e |t may readily have been produced by the patient's clinical state,
environmental or toxic factors, or other modes of treatment administered to
the patient.

e |t does not follow a known pattern of response to the suspected drug.
e |t does not reappear or worsen when the drug is readministered.
7.1.1.3  Serious adverse events (immediately reportable to The Sponsor)

A SAE is any experience that suggests a significant hazard, contraindication,
side effect or precaution. These must be reported to The Sponsor immediately
(no more than 24 hours after learning of the event) through the eSAE page in the
eCRF. ltis any AE that at any point fulfils at least one of the following criteria:

o s fatal (i.e., the adverse event actually causes or leads to death)

e is Life-Threatening {(i.e. the adverse event, in the view of the investigator,
places the patient at immediate risk of death).

Note: this does not include any adverse event that had it occurred in a more
severe form or was allowed to continue might have caused death.

e requires or prolongs in-patient hospitalization

e results in persistent or significant disability/incapacity (i.e. the adverse event
results in substantial disruption of the patient’s ability to conduct normal life
functions)

e is a congenital anomaly/birth defect in a neonate/infant born to a mother
exposed to study drug

e is medically significant in the investigator's judgement (e.g. may jeopardize
the patient or may require medical/surgical intervention to prevent one or
other of the outcomes listed above).

The term sudden death should be used only when the cause is of a cardiac
origin as per standard definition. The terms death and sudden death are
clearly distinct and must not be used interchangeably.

The trial will comply with all local regulatory requirements and adhere to the full
requirements of the ICH Guideline for Clinical Safety Data Management,
Definitions and Standards for Expedited Reporting, Topic E2 (see
Appendix 6 and trial-specific manuals for details).

After informed consent, but prior to initiation of trial drugs, only SAEs caused by a
protocol-mandated intervention will be collected (e.g., SAEs related to invasive
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procedures such as biopsies, medication washout, or no treatment run-in). SAEs
related to trial-specific procedures need to be reported starting right after the
patient has signed the Informed Consent Form even if the SAE commenced
before the patient received the first dose of trial drug.

7.1.1.4  Adverse Events of Special Interest

Some AEs have been reported as associated with the use of bevacizumab
treatment. Further details are provided in the Investigator Brochure. Considering
the extensive clinical use acquired with bevacizumab across its indications in
over 1,000,000 patients, only the most clinically relevant will be considered as
AEs of special interest for this trial, and will undergo specific reporting.

Additional information on the following AEs of special interest (at any grade) will
therefore be captured during this trial:

e Hypertension

¢ RPLS

e Proteinuria

e Hemorrhage, with a focus on hemoptysis and CNS bleeding
e Arterial and venous thromboembolic events

e Wound healing complications

e Gastro-intestinal perforation

e Fistulae

e CHF

7.1.1.5 Progression of underlying malignancy

Progression of underlying malignancy is not reported as an AE if it is clearly
consistent with the suspected progression of the underlying cancer as defined by
RECIST v1.1 criteria, or other criteria as determined by protocol (see
Appendix 1). Hospitalization due solely to the progression of underlying
malignancy should NOT be reported as a SAE. Clinical symptoms of
progression may be reported as AEs if the symptoms cannot be determined as
exclusively due to the progression of the underlying malignancy, or does not fit
the expected pattern of progression for the disease under trial.

Symptomatic deterioration may occur in some patients. In this situation,
progression is evident in the patient’s clinical symptoms, but is not supported by
the tumor measurements. Or, the PD is so evident that the investigator may elect
not to perform further disease assessments. In such cases, the determination of
clinical progression is based on symptomatic deterioration. These determinations
should be a rare exception as every effort should be made to document the
objective progression of underlying malignancy.

If there is any uncertainty about an AE being due only to the disease under trial,
it should be reported as an AE or SAE.
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7.1.2 Treatment and follow-up of adverse events

After the last bevacizumab infusion, continue to follow up AEs as follows:
Related AEs: Follow until one of the following occurs:

e Resolved or improved to baseline
e Relationship is reassessed as unrelated
e Death

e Investigator confirms that no further improvement can be expected
(stabilization)

o Clinical or safety data will no longer be collected, or final database closure
Related SAEs are to be reported indefinitely.

Unrelated severe or life-threatening AEs: Follow until one of the following
occurs:

e Resolved or improved to baseline

e Severity improved to Grade 2

e Death

e Investigator confirms that no further improvement can be expected

e Clinical or safety data will no longer be collected, or final database closure

Unrelated Grade 1 or Grade 2 AEs: Follow for 30 days after cessation of
bevacizumab.

The final outcome of each AE must be recorded on the eCRF.
Adverse events of special interest: Should be followed-up for 6 months.

The final outcome of each AE must be recorded on the eCRF.

At the safety follow-up visit, the investigator should instruct each patient to report
to the investigator any subsequent adverse events.

After study closure:

After study closure, the Sponsor should be notified if the investigator becomes
aware of any death, serious adverse event, or other non-serious AEs of special
interest occurring at any time after a patient has discontinued study participation
regardless of the relationship to the study drug.

The investigator is not required to actively monitor patients after the study has
ended. The Sponsor should also be notified if the investigator becomes aware of
the development of cancer or a congenital anomaly/birth defect in a subsequently
conceived offspring of a patient that participated in this study.
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713 Laboratory test abnormalities

Local laboratories will be used for all laboratory tests, with test results for the
laboratory test described in Section 5.4.1 recorded in the laboratory results
section of the eCRF.

Laboratory test value abnormalities should not be recorded in the AE section of
the eCRF as AEs, unless they are considered clinically significant, as defined
below.

Not every laboratory abnormality qualifies as an adverse event. A laboratory test
result must be reported as an adverse event if it meets any of the following
criteria:

e Is accompanied by clinical symptoms

e Results in a change in study treatment (e.g. dose modification, interruption or
permanent discontinuation)

e Results in a medical intervention (e.g. potassium supplementation for
hypokalemia) or a change in concomitant therapy

e s clinical significant in the investigator’s judgement.

Note: for oncology trials, certain abnormal values may not qualify as adverse
events.

It is the investigator’s responsibility to review all laboratory findings. Medical and
scientific judgment should be exercised in deciding whether an isolated
laboratory abnormality should be classified as an adverse event.

If a clinically significant laboratory abnormality is a sign of a disease or syndrome
(e.g., alkaline phosphatase and bilirubin 5 xULN associated with cholestasis),
only the diagnosis (i.e., cholestasis) should be recorded on the Adverse Event
eCRF.

If a clinically significant laboratory abnormality is not a sign of a disease or
syndrome, the abnormality itself should be recorded on the Adverse Event eCRF,
alon