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Investigator’s brochure

Last patient’s first visit
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o

o

o

o
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3 days) plus investigator’s 

investigator’s discretion in the a

: investigator’s choice of SOC agent 

COMPARATOR “DRUG” (or 

Age 
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Life expectancy 

Absolute neutrophil count (ANC) 
Platelet count 
Hemoglobin 

Serum creatinine 
creatinine clearance 

discovered to have 

International normalized ratio (INR) 
ctivated partial thromboplastin time (aPTT) 
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History of pulmonary hemorrhage/hemoptysis  
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[NYHA] Class  II, or serious cardiac ar
–
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-

-

(AEs) and resolved AEs grade  3 doc
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-

-

-
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-

-
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-

-
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ording to the EORTC User’s Manual.  
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Informed consent

Screening / baseline period: 

as part of the patient’s routine clinical care:

rade  3, to be reported in medical history), results of histological/cytological 

o

o
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o

o einuria 

o

o
o

o

o
o
o

Randomization 

o

o

Treatment phase (2nd and later lines):
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week cycle), “cycles” are based 
on bevacizumab scheduling for Arm A.  In Arm B, patient’s visits should occur Q3W if 

o

o

–

o

Urinalysis by dipstick within 2 days of Day 1 of each cycle. In case proteinuria  2+ is 
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o

o

o

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

End of trial (all patients):

Depending on the patient’s status at the end of trial visit, assessments will consist of 
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cycle), “cycles” are based on bevacizumab scheduling for Arm A.  In Arm B, patient’s visits should occur Q3W if possible, regardless of the 

–
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estigator’s Brochure for 

in vitro

Hodgkin’s lymphoma.
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vs

vs

OS analysis. Incidence of Grades 
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ignificant (grade 

 3 



4.0 18 August 2014

(incidence of grade 

bevacizumab cycles (range, one to 17), and no reported episodes of grade  2 

the current version of the Investigator’s Brochure.
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grade 

–
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Grade  3 AEs included 

de novo
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–
grade, grade 
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ongoing randomized study ML18147 (see Investigator’s Brochure for more 

from the bone marrow by excretion of SDF1 .
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or 

or 
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—

difference between ‘Asia’ and ‘non Asia’ cannot be interpreted without 
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Age 

Life expectancy 

ANC 

Platelet count 

Hemoglobin 

Serum creatinine 
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INR 1.5 and aPTT 

History of pulmonary hemorrhage/hemoptysis  gra
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Palliative radiotherapy to bone lesions or the brain 

lass  II, or serious cardiac arrhythmia –
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is 
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event) without the patient’s consent.  

the medical record and on the patient’s eCRF. Lost to follow

inform the Roche monitor or designee in writing of the patient’s wishes using the 
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RCR Patient Withdrawal Form. 
withdrawal from RCF will be captured in the patient’s eCRF.  Upon processing 

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 

A screening examination (“baseline”) should be performed between 28 days and 

conducted during this time period as part of the patient’s routine clinical care:



4.0 18 August 2014

maintenance prior to PD1 (ongoing AEs all grades; resolved AEs grade  3), 

An Eligibility Screening Form (ESF) documenting the investigator’s assessment 
of each screened patient with regard to the protocol’s inclusion and exclusion 

about a patient’s eligibility, the 
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progression is evident in the patient’s clinical symptoms, but is not supported by 

recommended, where possible, that a patient’s PS will be assessed by the 
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consultation may bias the patient’s perceptions about his or her health

For questionnaires completed at the beginning of a cycle, the patient’s answers 

In order to determine a patient’s eligibility for the trial, hematology, coagulation 

Urinalysis by dipstick. In case proteinuria 
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using the patient’s 
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trial treatment for NSCLC at the investigator’s 

For “Pharmaceutical Particulars of Bevacizumab” see 
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6.1.1 

the patient’s body weight changes by at least 10% from baseline. 

Investigator’s Brochure for guidance.  
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o
o

o
o

o
o

been in a resting position for minutes. If the initial BP reading is 
systolic and/or 
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Bevacizumab treatment should be restarted days and 
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incorporating a filter m.
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Folic Acid 

Vitamin B12

Dexamethasone 
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when rash is  grade 2. Should a patient experience more than one toxic effect, 
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 3

Hold until recovery to  

Hold until recovery to  

 2 prolonged Hold until recovery to  

dose until recovery to  grade 1 and then 

–
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and platelets 

 

Hold docetaxel until bilirubin 1.5 x ULN or AST –
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For  grade 3 oral ulceration, dysphagia, diarrhea, nausea or vomiting, hold both 

blocker, all at the physician’s discretion. 
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and platelets 

with 

plus fever of 

hematologic toxicities 

pemetrexed should be withheld until resolution to less than the patient’s pre

patient’s CrCl value has not returned to 45 mL/min within 42 days of last trial 
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 to
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–

It may or may not have been produced by the patient’s clinical state, 
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It may readily have been produced by the patient’s clinical state, 

results in substantial disruption of the patient’s ability to conduct normal life 

in the investigator’s judgement (e.g. may jeopardize 
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progression is evident in the patient’s clinical symptoms, but i
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Is clinical significant in the investigator’s judgement. 

It is the investigator’s responsibility to review all laboratory findings.  Medical and 
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Is clinically significant in the investigator’s judgment 

It is the investigator’s responsibility to review all vital sign findings.  Medical and 
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 grade 3

Proteinuria 

 grade 3

 grade 3 (any grade CNS bleeding;  grade 2 haemoptysis)

Venous thromboembolic events  grade 3

 grade 3

 grade 2

serious
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SAE Reporting 
Form [gcp_for000031]

MUST

product)) or the Investigator’s Brochure (for an unauthorized medicinal 
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Pregnancy Reporting Form 
[gcp_for000023] Pregnant Partner Data 
Release Form, [gcp_for000186]



4.0 18 August 2014

Investigator’s Brochure.
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patients until ANC returns to 
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Asian patients. “Asian” 
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patient’s AEs, the maximum severity recorded will be used in the summaries.
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Missing data will be handled according to the EORTC User’s Manual.  
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–
check of the eCRFs against the investigator’s records by the trial monitor (source 

–
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Cancer J Clin

J Epidemiol Commun Health

Cancer Control

Eur Respir J

Lung Cancer
et al

J Clin Oncol

JAMA
et al

Cancer

et al
J Clin Oncol 

et al
N Engl J Med 

et al

J Clin Oncol 
et al

Br J Cancer 
et al

Lancet 

Lung Cancer 

Oncologist

et al
N Engl J Med 

Presta LG, Chen H, O’Conner SJ, et al
Cancer 

Res

Nat Med
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et al

Cancer 
Res

et al
Proc Am 

Assoc Cancer Res

Anticancer Res

et al

Proc Natl Acad Sci USA

et al

Int J Cancer
et al

N Engl J Med
et al

J Clin Oncol
et al

J Clin Oncol

et al

J Clin Oncol
et al

N Engl J Med
et al

N Engl J Med
et al

J Clin Oncol
et al

Lancet
et al

J Clin Oncol
et al

J Clin Oncol

et al
–

J Clin Oncol –
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et al

J Thorac Oncol
et al

Ann Oncol
et al

J Clin Oncol –
et al

et al

Lancet Oncol
et al –

J Clin Oncol
Hainsworth J, Lin M, O’Connor P, Herbst R, BETA Lung Investigators. 

r F, Miller VA, Johnson BE, O’Connor P, Soh C

J Clin Oncol

et al

J Clin Oncol
et al

J Clin Oncol
et al

Cancer
et al

J
Clin Oncol

et al

J Clin Oncol 

J Clin Oncol

et al

J Clin Oncol
et al —
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–

et al
Breast Cancer Res

Nat Rev Cancer 

Eur J Cancer
et al

J Clin Oncol
et al

Clin 
Cancer Res

et al
Eur J Cancer Suppl

et al

Eur J Cancer
et al

Curr Med Res 
Opin

et al
Clin Cancer Res

et al

Cancer Research
62. et al

–
Herbst RS, Ansari R, Bustin F, et al.  Efficacy of bevacizumab plus erlotinib versus erlotinib 
alone in advanced non-small-cell lung cancer after failure of standard first-line chemotherapy 
(BeTa): a double-blind, placebo-controlled, phase 3 trial. Lancet 2011 May28; 
377(9780):1846-54.
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the principles of the “Declaration of Helsinki” or with the laws and regulations of 

in “Guideline for Good Clinical Practice” ICH Tripartite Guideline [January 1997] 

that the basic principles of “Good Clinical Practice” as outlined in the current 

“Responsibilities of Sponsors and Investigators”, part 50, “Protection of Human 
Subjects”, and part 56, “Institutional Review Boards”, are adhered to.

ther countries where “Guideline for Good Clinical Practice” exist Roche and 

in the trial, the witness’ signature on the form will 
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participant’s agreement to provide an 
declines, he/she will check a “no” box in the appropriate section and not provide 

Patient’s willingness (or unwillingness) to participate in optional RCR sampling 
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site’s Institutional Review Board (IRB) / Ethics Committee (EC). If a regulato
site’s IRB/ EC does not approve the sampling for the exploratory assessments 
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protection of the patient’s interests. The appropriate IRB/IEC and Regulatory 

which also has to be kept with the Investigator’s Trial File.

patient’s records which corroborate data collected on the eCRF(s).  Completed 
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The investigator must assure that patients’ anonymity will be maintained and that 

maintain documents not for submission to Roche, e.g., patients’ written consent 

o a second level of “coding”. At Roche, the specimen is transferred to a 
new tube and labeled with a new random number. This is referred to as “Double 

Identification)”. Data generated following the use of these specimens 

relevant, will also be labeled with this same code. The “linking key” between the 
participant’s identification number and this new independent code will be stored 

by audit trail. Legitimate operational reasons for accessing the “linking key” will 
ess to the “linking key” for 
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–
–

De nitions 

Measurable Tumor lesions

also paragraph below on ‘Baseline documentation of target 
lesions’ for information on lymph node measurement. 
Non-measurable Tumor lesions

in ammatory breast disease, lymphangitic involvement of skin or lung, peritoneal 
ganomegaly identi ed by physical exam 

Special considerations regarding lesion measurability 



4.0 18 August 2014

Bone lesions: 

Bone scan, PET scan or plain lms are not considered adequate imaging 

to con rm the presence or disappearance of bone lesions. 

with identi able soft tissue 
components

component meets the de nition of measurability described ab

Cystic lesions: 

Lesions that meet the criteria for radiographically de ned simple cysts should 

measurable) since they are, by de nition, simp

‘Cystic lesions’ thought to represent cystic metastases can be considered as 
measurable lesions, if they meet the de nition of measurability described 

Lesions with prior local treatment:  

Target lesions: Speci cations by methods of measurements 

Measurement of lesions  

Method of assessment  

characterize each identi ed and reported lesion at baseline and during trial. 

Clinical lesions
are super cial and 

Chest X-ray
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measurable if they are clearly de ned and surrounded by aera
CT, MRI
lesions selected for response assessment. This guideline has de ned 

Ultrasound

Endoscopy, Laparoscopy, Tumor markers, Cytology, Histology

Assessment of overall tumor burden and measurable disease 

subsequent measurements. Measurable disease is de ned by the presence of at 

Baseline documentation of ‘target’ and ‘non-target’ lesions 

maximum of ve lesions total (and a maximum of two lesions per organ) 
ti ed as target lesions and 
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reproducible in repeated measurements

Lymph nodes

pathological nodes which are de ned as measurable and may be identi ed as

quali es as a malignant, measurable node. In this example, 20

sum of the diameters
baseline sum 

diameters

should be identi ed as non

followed as ‘present’, ‘absent’, or in rare cases ‘unequivocal progression’ 
(see also “Special notes on assessment of progression of non
disease”).

organ as a single item on the case report form (e.g. ‘multiple enlarged pelvic 
lymph nodes’ or ‘multiple liver metastases’). 
Response criteria 

This section provides the de nitions of th
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Evaluation of target lesions 

Complete Response (CR):

Partial Response (PR):

Progressive Disease (PD):

Stable Disease (SD):

Special notes on the assessment of target lesions 

Lymph nodes: Lymph nodes identi ed as target lesions should always have the 

trial. This means that when lymph nodes are included as target lesions, the ‘sum’ 

node is de ned as having a short axis of <
Target lesions ‘too small to measure’

‘too small to measure’. When this occurs it is important that a value be recorded 

used for lymph nodes since they usually have a de nable size when normal 
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Lesions that split or coalesce on treatment nodal lesions ‘fragment’, 

instance should be the maximal longest diameter for the ‘coalesced lesion’. 

This section provides the de nitions of the criteria used to determine the tumor 

vely at the time points speci ed in the protocol. 
Complete Response (CR):

Non-CR/Non-PD:

Progressive Disease (PD):

Special notes on assessment of progression of non-target disease  

When the patient also has measurable disease
‘unequivocal progression’ on the basis of the non

A modest ‘increase’ in the size of one or more no

When the patient has only non-measurable disease

target disease cannot be easily quanti ed (by de nition: if all 

additional 73% increase in ‘volume’ (which is equivalent to a 20% increase 
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effusion from ‘trace’ to ‘large’
to widespread, or may be described in protocols as ‘

’. If ‘unequivocal progression’ is seen, the patient should be 

comments on detection of new lesions are important. There are no speci c 
criteria for the identi cation of new radiographic lesions; however, the nding of a 

technique, change in imaging modality or ndings thought to represent 
something other than tumor (for example, some ‘new’ bone lesions may b
simply healing or are of pre
the patient’s baseline lesions show PR or CR. For example, necrosis of a liver 
lesion may be reported on a CT scan report as a ‘new’ cystic lesion, which it is 

esion identi ed during the trial in an anatomical location that was not scanned 

repeat scans con rm there is de nitely a new lesion, then progression should be 

(

Time Point Response (Overall response)

It is assumed that at each protocol speci ed time point, a response assessment 
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Table 1 Time Point Response – Target (w/wo non- target) Lesions  

Table 2 Time Point Response – Non-Target Lesions only 

Missing assessments and not-evaluable designation 
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view, the Response for Target Lesions should be “Unable to Assess” since the 

as ‘not assessed’, the response for non target lesions should be “Unable to 
Assess” (except where there is clear progression).  Overall response would be 
“Unable to Assess” if either the target response or the no
“Unable to Assess” (except where this is clear evidence of progression) as this 

Table 3 Best Overall Response when Confirmation is required

Special notes on response assessment 

decrease to ‘normal’ size (<

have a total sum of ‘zero’ on the case report form (eCRF). 

‘symptomatic deterioration’. Every effort should be made to document objective 

–
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For equivocal ndings of progression (e.g. very small and uncertain new lesions; 

con rmed, the date of progression should be the earlier date when progression 

Frequency of tumor re-evaluation 

Eur J Cancer
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Am J Clin 
Oncol
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–

–

–
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considered related to test “drug”, should be reported.
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SUSARs; 

Other safety issues requiring expedited reporting: 

o

o

o
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context of Directive 2001/83/EC, Regulation 2309/93/EC and the: “Detailed 

– Clinical Trial Module)”.

Fatal and life threatening SUSARs
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increase

Saint John’s wort.


