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1. Name of Sponsor/Company 
The legal funder (sponsor) of the trial is Klinikum Grosshadern, University of Munich, 
Marchioninistrasse 15, 81377 Muni eh, Germany. Prof. Dr. med. Volker Heinemann acts as 
Sponsor Delegated Person. 

Rache Pharma AG supported the trial with study medication and a research grant and reviewed 
the manuscript before journal submission, but had no role in the design and conduct or 
collection, management, analysis, interpretation, and publication of the trial. 

Prof. Dr. med. Volker Heinemann and Prof. Dr. med. Dominik Paul Modest had full access to 
all study data. Prof. Dr. med. Volker Heinemann had the final responsibility for the decision to 
submit for publication. 

2. Name of Finished Product 
lrinotecan is a semisynthetic analogue of the natural alkaloid camptothecin and is an 
antineoplastic agent that acts as a specific inhibitor of the enzyme DNA topoisomerase 1. In 
most tissues, irinotecan is metabolised to SN-38 that is more active than irinotecan. The 
inhibition of DNA topisomerase I leads to single strand DNA lesions, thus inhibiting DNA 
replication and transcription. SN-38 is inactivated by the enzyme UGT1 A 1 by glucuronidation, 
so that patients with UGT1 A 1 polymorphism are likely to develop severe irinotecan-related 
toxicities such as diarrhoea and neutropenia. 

FUFA (5-fluorouracil and folinic acid): 5-fluorouracil and folinic acid are authorized medicinal 
products for the treatment of metastatic colorectal cancer. 

5-fluorouracil (5-FU) is a pyrimidine antagonist of the group of antimetabolites. lts mechanism 
of action is based on the inhibition of thymidylate synthase and incorporation of 5-
FUmetabolites into RNA and DNA. 

Folinic acid stabilises the complex between FdUMP and thymidilate synthase and thereby 
increases the inhibitory effect an DNA synthesis. 

The present study compares two treatment regimens including strategies of escalation as weil 
as of de- and re-escalation. 

Treatment with Capecitabine/FUFA and bevacizumab (Arm A: Cape/FUFA + Bev) is compared 
to combination treatment with Capecitabine/FUFA and irinotecan and additional bevacizumab 
{Arm B: Cape/FUFA + lri + Bev) until progression. In case of progression in Arm A, escalation 
to Cape/FUFA + lri + Bev is allowed. In Arm B, de-escalation to Cape/FUFA + Bev in case of 
toxicity or stable course of disease and later re-escalation to Cape/FUFA + lri + Bev is another 
option. 

3. Name of Active Substance 
Capecitabine is an orally administered non-cytotoxic fluoropyrimidine carbamate, which 
functions as an orally administered precursor of the cytotoxic moiety 5-fluorouracil (5-FU), 
rationally designed to generate the cytostatic 5-fluorouracil preferentialty in tumor tissue 
through exploitation of high intratumoral concentrations of thymidine phosphorylase (TP). TP 
is found in significantly increased concentrations in a wide range of tumor types, including 
colorectal, breast and gastric cancers, compared to normal tissue. 

Pharmacokinetic studies have shown almest complete absorption through the gastro­
intestinal wall after oral administration. Direct intestinal exposure to 5-FU is thereby avoided. 
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Capecitabine is metabolized to 5-FU via a three-step enzymatic cascade, with the final 
conversion to 5-FU mediated by TP. 

Bevacizumab is a humanized monoclonal antibody targeting the vascular endothelial growth 
factor (VEGF), the key driver of vasculogenesis and angiogenesis, and thereby inhibits the 
binding of VEGF to its receptors, Flt-1 (VEGFR-1) and KDR (VEGFR-2) on the surface of 
endothelial cells. Neutralising the biological activity of VEGF regresses the vasculation of 
tumors, normalizes remaining tumor vasculature, and inhibits the formation of new tumor 
vasculature, thereby inhibiting tumor growth. Thus the interruption of this pathway prevents 
the formation of new blood vessels and normalizes existing tumor blood vessels and vessel 
permeability allowing cytotoxic drug access into the tumor. 

4. Individual StudyTable: Referring to Part ofthe Dossier (Volume, 

Page) 
N/A 

5. Title of Study 
Sequential first-line therapy of metastatic colorectal cancer with capecitabin/FUFA, irinotecan 
and bevacizumab - Capecitabin/FUFA plus Bevacizumab versus Capecitabin/FUFA plus 
lrinotecan plus Bevacizumab as initial therapy for metastatic colorectal cancer -

Sequenzielle Erstlinientherapie des metastasierten kolorektalen Karzinoms mit 
Capecitabin/FUFA. lrinotecan und Bevacizumab- Capecitabin/FUFA plus Bevacizumab versus 
Capecitabin/FUFA plus lrinotecan plus Bevacizumab als Erstlinientherapie beim 
metastasierten kolorektalen Karzinom -

EUDRA-CT: 2009-013099-38 

6. 1 nvestigators 
P ri nci pa 1 1 nvestigator a nd Re prese ntative of t he Sponsor: 
Prof. Volker Heinemann MD 

Munich University Hospital, Grosshadern Campus 

Department of Medicine III, 

Marchioninistr. 15 

81377 Munich, Germany 

Telephone: +49 (0)89-4400-0 

Fax: +49 (0)89-4400-72257 

E-mail: Volker.Heinemann@med.uni-muenchen.de 

Study coordinators: 
Dr Dominik Modest (MD), Munich University Hospital, Grosshadern Campus, Medical Clinic lll 

Dr Giemens Gießen-Jung (MD), Munich University Hospital, Grosshadern Campus, Department 
of Medicine III 
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Tumour bank and Biobank: 

Head of the Study-related Tumour and Biobank: Prof. Heinemann MD and Dr Dominik Modest 
(MD), Munich University Hospital, Grosshadern Campus, Medical Clinic III 

Protocol committee: 
Dr L. Fischer von Weikersthal (MD) 
St. Marien Amberg Hospital 
Specialised Practice for Haematology and Interna! Oncology 
Mariahilfbergweg 7 
92224 Amberg, Germany 

Prof. M. Geissler MD 
Esslingen Hospital, Dept. for Gastroenterology, Haematology and Oncology 
Hirschlandstr. 97 
73730 Esslingen, Germany 

Prof. F. Kullmann MD 
Weiden Hospital 
Söllnerstr. 16 
92637 Weiden, Germany 

Prof. w.-H. Schmieget MD 
Medical University Hospital 
Miners' Guild Hospital 
Dept. for Interna! Medicine 
In der Schornau 23-25 
44892 Bochum 

Dr A. Kretzschmar (MD) 
HELIOS Hospital Berlin-Buch 
Robert Rössle Hospital 
Department of Hematology, Oncology and Tumour lmmunology 
Schwanebecker Chaussee 50 
13125 Berlin, Germany 

Project management, Monitoring and Data management 

Dr B. Deuss (MD) 
ClinAssess GmbH 
Birkenbergstr. 82 
51379 Leverkusen, Germany 
Telephone: +49 {0)217136336-0 
Fax: +49 (0)2171 36336 -55 
E-mail: b.deuss@clinassess.de 

Biometrics and statistics: 

Swantje Held 
ClinAssess GmbH 
Birkenbergstr. 82 
51379 Leverkusen, Germany 
Telephone: +49 (0)2171 36 336-0 
Fax: +49 (0)2171 36336 -55 
E-mail: s.held@clinassess.de 
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7. Study centre{s) 
Heinemann (Munich), Potenberg (Berlin), Spes (Altötting), Fischer von Weikersthal (Amberg), 
Sieber (Gummersbach), Vehling-Kaiser (Landshut), Behrens (Halle/Saale), Wilke (Fürth), 
Bangerter (Augsburg), Prass (Berlin), Harder (Singen), Späth-Schwalbe (Berlin), Asperger 
(Halle/Saale), Teschendorf (Dortmund), Wagner (Deggendorf), Kullmann (Weiden), Römmele 
(Nürtingen), Denzlinger (Stuttgart), Lindig (Jena), Peveling gen Reddemann (Leverkusen), 
Bremer (Münster), Speidel (Hennigsdorf), Freier (Hildesheim), Heider (Leverkusen), Rubanov 
(Hameln), Freiberg-Richter (Dresden), Mayerle {Greifswald), Schulmann (Arnsberg), Winter 
(Düsseldorf), Wierecky (Hamburg), Aldaoud (Leipzig), Trojan (Frankfurt), Hünerlitüroglu 
(Neuss), Peuser (Leipzig), Hahn (Herne) Gassmann (Siegen), Vogel (Hannover), Lorentz 
(Worms), Uhlig (Naunhof), Papke (Neustadt in Sachsen), Decker (Ravensburg), Bernhard 
(Darmstadt), Schenk (Regensburg), Buschmann (Bonn), Stauch (Kronach), Schröder (Mülheim 
a. d. Ruhr), Whitlock (Balingen), Kanzler (Schweinfurt), Rauh (Witten), Hielscher (Chemnitz), 
Hennemann (Duisburg-Rheinhausen), Schuch (Hamburg), Simon (Ostfildern), Zirlik (Freiburg), 
Luttenberger {Memmingen), Greeve (Paderborn), März (Osnabrück), Koch (Datteln), Ewald 
{Kulmbach), Schmidt (München), Kojouharoff (Darmstadt), Mezger (Karlsruhe), Nischik 
(Greven), Egger (Lahr), Graf (Düsseldorf), Kunst (Nienburg), Schmieget {Bochum), Baake 
{Pinneberg), Kiani (Bayreuth), Göhler (Dresden), Steffens (Stade), Schwaner (Berlin), Ettrich 
(Ulm), Liersch {Münster), Graeven (Mönchengladbach), Beck {Mönchengladbach), Schlichting 
(Rotenburg), Depenbusch (Gütersloh), Müller (Leer), Lüdde (Aachen), Killing (Wetzlar), Schulz 
(Frechen). 

(Also see attachment: study centers) 

8. Publication (reference) 
Modest DP, Fischer von Weikersthal L, Decker T, et al. Sequential Versus Combination Therapy 
of Metastatic Colorectal Cancer Using Fluoropyrimidines, lrinotecan, and Bevacizumab: A 
Randomized, Controlled Study-XELAVIRI (AIO KRK0110). J Clin Oncol. 2019;37(1):22-32. 

9. Studied period {years): date of first enrolment, date of last 

completed 
The trial randomly assigned 434 patients from 82 centers in Germany between December 21, 
2010, and April 6, 2016. Of these, 422 patients received therapy and formed the safety set. One 
patient was excluded because of a major protocol violation. 

No study interruptions or premature endings / dropouts were reported (also see attached 
DSUR Reports) 
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Randomly assignad 
{N = 434) 

Arm A 

Aassig ned to receive (n = 216) 
fluoropyrimidine plus bev:acizumab 

Terminated ln „ 4] 
st udy before 
treatment start 

Received therapy and 
included in the safetv set 

f'ull analysis set 

(n= 21 2) . 

(n „ 212) 

Pat ient status at clinical cutoff 
Dead {n = 145t. 
AlivE: (O = 671 
A live on study t reatment (11 = 6• 

Without eligföfe (n = 24! 
t umor s ample 

Patients with -0ent ra lly teste<l 
molecular characterization 

RAS wild type 
RASmutant 
RASJBRAF w i-ld type 
BRAFmutant 

(n = 188) 

(1-1 ... 91) . 
tn = 97) 
1111 = 79} 
ln = 12} 

10. Phase of development 
Randomized, controlled phase III trial 

11. Objectives 
primary 

1 Arme 

Assigned to receive (n = 218) 
CAPIRf or FOLFIRI plus bevacizumab 

Term ioat ed tn = B) 
study before 
1reattnent start 

Received therapy and 
included in the sa1ety set 

tn = 210) 

Excluded In = l) 
Major protocol violation 

Ful1 analysis set In = 2091 

Patient status iit clinical cutoff 
De-ad In = 130) 
A!ive {n - 79) 
Alive o n study t reatme nt {n = 11 ► 

Without eligible in = 23} 
tumor sample 

Patiants Wlth centratly tasted {n „ 186, 
m olecula, characterization 

RAS wild type 
RASmutant 
RASJBRAF wild type 
BRAF mutant 

(n = 88), 
tn = 97 [9811* 

in - 79) 
(n = 101,. 

• Evaluation of efficacy and tolerability of both treatment algorithms in patients with 
untreated metastatic colorectal cancer. 

secondary 

• Evaluation of study treatment with regard to ORR, PFS, OS and quality of life 
• Evaluation of safety and toxicity 
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The primary end point was structured hierarchically-it was defined that if, and only if, 
noninferiority of TFS (sequential treatment v up-front triple-therapy) was demonstrated, a 
comparison of symptomatic toxicity would define the superior treatment arm. In both arms, 
TFS was calculated as the time from random assignment to failure of the lri-containing 
regimen. In the sequential treatment arm, this presumed that the escalation lri was performed 
and led to at least stabilization of the disease according to RECIST 1 .1. In all other scenarios­
that is, no escalation or no disease control with lri-TFS was defined as having occurred at first 
progression. In the case of no event occurring during study therapy, the end point was defined 
as the start of a new treatment line (use of at least one new anticancer drug that was not part 
of the study), first progression after study therapy, or death, whichever came first. 

Secondary end points of the trial included progression-free survival-1 (PFS-1; time from 
random assignment to disease progression, use of a new anticancer drug, or death from any 
cause), overall survival (OS; time from random asslgnment to death from any cause), overall 
response rate (according to RECIST 1.1), safety (type, frequency and association of adverse 
effects and study treatment according to NCI-CTCAE, Version 4.0), and tolerability. Evaluation 
of efficacy according to molecular subgroups was also a secondary end point. 

f iuoröpyrimfdin&* 
♦ 

&&vacl,umab G ----.. 
1 

CAl'lRI ot FOU:111\ 
·• 

Bevaci.tumab 

CFI/PRISD• 

[!] TFS - PFS-1 , PFS-2 

1 

-PFS-2 
Arm ________ -~~~~1 _________ •• ·-·-------· ___ ••• --·-· ••••••••••••••••• ····---· ····-· •• ·-·-

A 

Arm 
B 

1 

Fluoropyrimldine„ 
+ 

Bevaeizumab 

PFS- 1 

[I] 
---+ 

1 

CAl'lRI or FOU:IRI 
+ 

Bli'vacizumab 

PO• o, t, NT, NoT 

PFS-2 

CAPIRI or FOLFIRI + Bevacizumab 

PFS·1 

II SD or bettet alter 6 months was aohles<Kl, 
d9~scatation ~nd re-escah1:t-ion of ir i notecan waio allowedi 

12. Methodology (1) 

Patients 

1 

lfS • PFS·1 

1 

1 

-

[II TFS • PfS•1 

1 

FlG 1. Delini1,i:,1 o1:t\e pr,ma,v ~M 
poinl in the sequen!ial tre.itment 
arm A. CAPI R 1, ca pecltabine in 
combination witll irinotecan; CR, 
complete remission; FOLFIRI. lluo­
rouracil and leuco'IO~n in combl­
natioo with ironotecan: NoT, no 
escalation treatme r'II gillen; NT, new 
treatment (not study lherapy); PD, 

fJl'C€J'€SSive disease; PFS, prcgression­
free suNival; PR, partial remission; 
SD, stable disease (all evaluations 
accordingto RECIST l.l); TFS, time 
to failure of the str.itegy. (~) Best 
response of per protocol eSl'.<llation, 
(t) der,th. 

Main inclusion criteria were age ~ 18 years; Eastern Cooperative Oncology Group performance 
status of 0 to 1; stage IV, histologically confirmed colorectal cancer; adequate organ function 
and unresectable disease (or patient's wish not to undergo surgery), and one or 
moremeasurable tumor lesion on the basis of Response Evaluation Criteria in Solid Tumors 
(RECIST) version 1.1. Key exclusion criteria included prior chemotherapy for mCRC, adjuvant 
therapy within 6 months before trial enrolment, cardiac insufficiency greater than New York 
Heart Association grade II or cardiac ischemic event within 6 months before study start, and 
major bleeding event within 6 months before study start and untreated brain metastases. For 
complete inclusion and exclusion criteria see below. 

Tria I Design and Conduct 

The trial was conducted in accordance with the protocol and in compliance with the 
Declaration of Helsinki andin accordance with GCP. The protocol was approved by the ethics 
committees of all centers (Data Supplement). All patients provided written informed consent 
before trial entry. A template of the latest version of the lnformed Consent Form is attached in 
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the Appendix. A contract research organization (ClinAssess GmbH, Leverkusen, Gerrnany) was 
responsible for randornization, data management, monitoring, and primary data analysis. 
Random assignment was organized centrally by fax in a 1 :1 fashion using permuted blocks 
(size 4). Leukocytes (< 8,000/rnl v ~ 8,000/ml), alkaline phosphatase (< 300 U/L v ~ 300 U/L), 
and prior adjuvant therapy (yes v no) served as stratification factors. 

Treatment 
The initial study protocol defined capecitabine as the FP backbone, including a CAPIRI regimen 
established in two randomized trials of the Arbeitsgemeinschaft lnternistische Onkologie 
study group. On the basis of increasing evidence that CAPIRI and FOLFIRI were comparable in 
combination with Bev, as well as to ensure greater flexibility for patients and centers, an 
amendment in 2013 allowed regimens that were based on infusional FU and capecitabine. The 
choice of the respective FP for each patient was reported initially and not changed during the 
course of the study. For detailed information regarding dose and mechansirn of action of the 
used study drugs see attached protocol {chapter 4). Patients in arm A started therapy with FP 
+ Bev. Either capecitabine-based (oral capecitabine 1,250 mg/m2 twice daily, days 1 to 14, plus 
infusional Bev 7.5 mg/kg body weight on day 1, repeated every 3 weeks) or FU-based 
(intravenous on day 1: racemic folinic acid with 400 mg/m2

, FU bolus of 400 mg/m2
, FU over 

46 hours 2,400 mg/m2 and 5mg/kg body weight of Bev, repeated every 2 weeks) regimens 
were administered. Afterfirst progression, treatment was continued with CAPIRI + Bev (oral 
capecitabine 800 mg/m2 twice daily, days 1 to 14, intravenous lri 200mg/m2 on day 1 plus Bev 
at a dose of 7 .5 mg/kg body weight infused on day 1, repeated every 3 weeks) or biweekly 
FOLFIRI + Bev with lri at a dose of 180 mg/m2 in addition to the FU regimen described above. 
Patients in arm B received initial CAPIRI or FOLFIRI + Bev (FP + lri + Bev) as described. In arm 
8, de-escalation of lri (in the case of at least stable disease for > 6 months) and consecutive 
re-escalation to the full regimen - after progression while on de-escalated treatment - was 
allowed. Treatment was continued until disease progression, occurrence of unacceptable 
toxicity, complete response, or until a physician and/or patient decision that study therapy be 
stopped or changed (for any reason). subsequent therapy was defined if a drug-not being 
part of the previous line of therapy-was used. 

Assessments 
Tumors were assessed by computed tomography (abdomen and ehest) within 28 days before 
study start, and follow-ups were scheduled every 9 weeks until the end of treatment. After the 
study, assessments were carried out every 3 months until death or for a maximum of 5 years. 

All adverse events (according to the National Cancer Institute Common Terminology Criteria 
for Adverse Events) were documented from enrolment to the final study visit. All recorded 
toxicities were classified as symptomatic versus nonsymptomatic according to the study 
protocol by sponsor representatives (D.P.M. and V.H.). 

RAS and BRAF Mutation Detection 

Tumor samples were evaluated centrally for KRAS, NRAS, and BRAF mutations using a 
pyrosequencing approach, as described in the Data Supplement and Appendix Table A 1. 
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TABU: A 1. PMmer Sequence$ for f'Dlymerase Chain Reaction and Pyrosequencing of KRAS. NRAS, and BRAF Mutations 
Gene Exon Primer Codon 

KRAS 2 Codon 12, 13 

F01ward 5' NNNGGCCTGCTGMAATGACTGAA 3' 

Reverse 5' Biotin TTAGCTGTATCGTCAAGGCACTCT 3' 

SeQuencing 5' TGTGGTAGTTGGAGCT 3' 

COOO!'i 59, 61 

Forward 5' AATTGATGGAGAMCCTGTCTCTT3' 

Reverse 5' Biotin TCCTCATGTACTGGTCCCTCATT 3' 

Sequencing 5' TCTCTTGGATATTCTCGAC 3' 

Codon 117 

5' CTGAAGATGTACCTATGGTCCTAG 3' 

Revers,;: 5' Biotin CTGAGCCTGTTTTGTGTCTACm 

Sequencing 5' ACCTATGGTCCTAGTAGGM 3' 

Codon 146 

F01ward 5' GGCTCAGGACTTAGCAAGMGTTA 3' 

Reverse 5' Biotin AGTTATGATTTTGCAGAAAACAGA 3' 

SeQuencing 5' GAATTCCmTATTGAAAC 3' 

NRAS 2 Codon 12, 13 

Forward 5' CTTGCTGGTGTGMATGACTGAG 3' 

Reverse 5' Biotin GGATTGTCAGTGCGCTTTT 3' 

S€quencing 5' TGGTGGTGGTTGGAG 3' 

3 Codon 59, 61 

Forward 5' AAACCTGmGTTGGACATACTG 3' 

Revers,c1 5' Biotin TATTGGTCTCTCATGGCACTGT 3' 

Sequencing 5· TTGTTGGACATACTGGAT 3' 

4 Codon 117 

Furward 5' Biotin ATGATGTACCTATGGTGCTAGTGG 3' 

Reverse 5' CGTAACTCTTGGCCAGTTCG 3' 

Sequencing 5' TCCTTGTTGGCAAATC 3' 

Codon 146 

Forward 5' CGAACTGGCCAAGAGTTACG 3' 

Reverse 5' Biotin TGAAAGCTGTACCATACCTGTCTG 3' 

Sequencing 5'TCCATTCATTGAAACCT3' 

ffRAF 15 Codon 600 

5' TGAAGACCTCACAGTMAAATAGG 3' 

Reverse 5' Biotin TCCAGACAACTGTTCAAACTGAT 3' 

Sequencing 5' GTAAAAATAGGTGAmTGG 3' 

Toxicity Score 
The toxicity score was calculated as mean number of symptomatic adverse event reactions -
at least National Cancer Institute Common Terminology Criteria for Adverse Events grade 2 -
per treatment cycle, adjusted for 2- versus 3-weekly regimens, during the timeframe of TFS. 

Statistical Analysis 

Primary analysis of TFS was performed in the full analysis set population. The full analysis set 
included all patients who underwent random assignment, received study treatment, and had 
no major violation of inclusion or exclusion criteria. Treatment duratlon was defined as 
treatment with drugs that were part of the protocol - FP, lri, and Bev. In arm A, this consisted 
of initial therapy plus the escalation regimen. The primary end point was to assess the 
noninferiority of TFS induced by sequential treatment (arm A) versus initial combination 
chemotherapy (arm B). On the basis of published data on FOLFIRI or CAPIRI + Bev, amedian 
TFS (PFS) of 10 months in the standard arm was expected. (2-6)From a clinical point of view, 
the difference in an early end point is generally considered meaningful if the relative benefit is 
greater than 20%, which corresponds to a hazard ratio (HR) of less than 0.8. (7, 8). Therefore, 
we aimed to exclude a relative disadvantage by sequential treatment of 20%, corresponding to 
a limit for noninferiority of 8 months (.6. = 2 months). Thus, noninferiority is shown at a 
significance tevel of 5% if the lower limit of the 90% Cl (HR) is 0.8 or more.21 The initial design 
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required 506 events for TFS. In 2015, as a result of slow recruitment. which occurred in the 
context of competing studies and a subsequent trend for more intensive treatment concepts, 
(8-10) and after consultation with the leading ethical committee and a respective 
recommendation, the sponsor decided to accept a reduced power of 70%, which resulted in 
378 events needed. 

Survival-based outcomes were described by the Kaplan- Meier method, expressed as medians, 
and compared with log-ranktest and Cox proportional hazards regression (expressed as HRs 
with Cis). Response rates were compared using Fisher's exact test, and odds ratios were 
indicated. Taxicity and treatment intensity were assessed in all patients (safety set) who 
received treatment within the study. Comparison of symptomatic toxicities per treatment cycle 
was conducted using a Wilcoxon rank sum test. Additional differences between study arms 
were described and evaluated using an inverse Kaplan-Meier method (follow-up) and Fisher's 
exact test (comparison of dichotomous variables between study arms). Two-sided 
significance level was set to .05, except for TFS. Analyses and graphics were 
performed/generated using SAS SAS/STAT, Version 9.4; SAS Institute, Cary, NC, and SPSS, 
Version 22, IBM, Armonk, NY). 

13. Number of patients (planned and analysed} 
lnitially it was planned to enrol a total of 516 patients, because 506 events were needed to 
achieve a power of 80%. In 2015, as a result of slow recruitment, which occurred in the context 
of competing studies and a subsequent trend for more intensive treatment concepts, (8-10) 
and after consultation with the leading ethical committee and a respective recommendation, 
the sponsor decided to accept a reduced power of 70%, which resulted in 378 events (189 
events per arm) needed. The trial randomly assigned 434 patients from 82 centers in Germany. 
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TABLE 1. Bllseline Characlerisrics of the Full Analysis Set and the Population Evaluable for MoleCtJlar Characterization 
full Analysis Set RASIBRAF tvaluable Subgroup of full Ana11sis Set 

f luoropyrimidint Plus CAPIRI or FOLFIRI Plus Fluoropyrimidine Plus CAPIRI or FOlflRI Plus 
Characterislic hvacizu mab {n = 212) Bevaciwmab In = 209) Bevacizumab Cn = 188) Bevac izumab (n = 186) 

Sex 

Male 137 (64.6) 144 (68.9) 123 (65.4) 128 (68.8) 

F'ema!e 75 (35.4) 65(311) 65 {34.6) 58 (31.2) 

Median age, years 71.0 69.0 72.0 69.0 

Pafonts '-"' 70 years 93 (43.9) 117 (56.0l 78 (41.5) 102 (54.8) 

ECOG performance status 

0 127 (59.9) 124 {59.3) 116 (61.7) lll (59.7) 

85 (40.ll 83 (38.7) 72 (38.3) 73 (39.2) 

Unknown 0 (0.0) 2 (LO) 0(0.0) 2 (1.1) 

laboratory values 

leukocyte count 98 (462) 94 (45.0) 88 {46.8) 83 (44.6) 

~ 8 ,000'1, L 

Alkaline phosphatase 27 (12.7} 25 (12.0) 22 (11.7) 21 (11.3) 
~ 300 U1l 

Onset af metastases 

Synchronous 151 (71.2) 145 (69.4) 135 (71.8) 129 (69.4) 

Met:ichronous 57 (26.9) 59 (282) 51 (27.1) 53 (2B.5) 

Unknown 4 (l.9) 5 (2.41 2 (l.1) 4 (22) 

S~e of prirna ry tumor 

Left (splenic flexure- 140 (66.0) 138 (66.0) 122 (64.9) 123 (66.1) 
rectum) 

Rlght (transveise coton- 68 (32.ll 64 (30.6) 62 (33.0) 57 (30.6) 
cecum) 

Unknown 4 (1.9) 7 (33) 4 (2.ll 6 (3.2) 

No. of metastatjc sites (%) 

74 (34.9) 75 (35.9) 67 (35.6) 72 (38.7) 

~2 133 (62.7) 126 (60.3) 117 (62.2) 107 (57.5) 

Unknown 5 {2.4) 8 (3.8) 4 (2.ll 7 (38) 

N0. of Metastatic site:s (%) 

liver 153 {72.2) 159 (761) 137 (72.9) 140 (75.3) 

Liver only 48 (22.6) 55 (26,3) 44 (23.4) 52 (280) 

L.ung 108 (50.9) 86 (41.l) 98 (52.1) 75 (40.3) 

Lympl1 nodes 76 (35.8) 82 (392) 64 (34.0) 70 (37.6) 

Peritoneum 16 (7.5) 9 (4.3) 14 (7.4) 9 (4.8) 

other 55 [25.9) 48 (23.0) 47 (25.0) 42 (22.6) 

Prior lrea!ment 

Surge,y of primary tumor 163 (76,9) 154 (73.7) 146 (77.7) 142 (76.3) 

Adjuvant chemothera py 49 i23.l) 48 (23.0) 43 (22.9) 45 (24.2) 

Radiotherapy 36 (17.0) 32 (15.3) 33 (17.6) 29 (15.6) 

Ruompyrimidine used 

Capecitabine 151 {71.2) 136 (65.l) 133 (70.7) 123 (66.1) 

lnfusional ßuorouracil 61 (28.8) 73 (34.9) 55 (29.3) 63 ß3.9) 

NOTE. Oala presented a$ No. (%) unless oth~rwise indicated. 
Abbreviations: CAPIR I; capecita\Jine in cornbinalion with irinotecan: ECOG, Eastem COoperative Oncology Group; FOLFIR 1, Hucrouracil and reucovorin in 

combination with iriolecan. 

14. Diagnosis and criteria for inclusion and exclusion 
All female and male patients can enter the study if they meet the following criteria: 

• Written consent of the patient 
• Histologically confirmed metastatic colorectal cancer 
• Metastases are unresectable or the patient cannot or does not wish to undergo a 

surgical procedure. 
• No prior chemotherapy of the metastatic disease 
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• Metastases measurable according to RECIST, Version 1.1 (CT of the chest/abdomen 
within the last 4 weeks before registration) 

• Age ::: 18 years 
• ECOG performance status 0-1 
• Life expectancy > 3 months 
• Determination of the KRAS status (decentralised implementation, result not a 

requirement at the time of inclusion) 
• The patient consents to the storage of tumour material for the purpose of molecular 

analyses, including determination of the genetic profile of the tumour 
• Time interval since previous adjuvant chemotherapy > 6 months 
• Time interval of ~ 28 days since previous major surgical interventions, open biopsies 

or significant trauma; ::: 7 days since port implantation or other minor surgical 
procedures; ~ 2 days since placement of a CVC. 

• Warnen of childbearing potential must use adequate contraceptive measures 
• An existing pregnancy is ruled out 
• Normal cardiac function confirmed by ECG and echocardiography (LVEF ~ 55%) 
• Patients not receiving anticoagulation must have an INR < 1.5 ULN and a PTT < 1.5 

ULN. The use of therapeutically dosed anticoagulation is permitted as lang as the INR 
and PTT values are within the therapeutic range and the patient has been on a stable 
dose of the anticoagulant for at least 2 weeks. 

• Continuous medication with ASA up to a · dose of 325 mg/day is permitted. The 
administration of clopidogrel up to the recommended dose of 75 mg/day or ticlopidine 
up to the recommended dose of 2x250 mg/day is permitted. In contrast, a combination 
of ASA with clopidogrel or ticlopidine is not permitted. 

• Patients with < 2+ proteinuria on the urine stick analysis. For patients with ::: 2+ 
proteinuria on the urine stick analysis at baseline, a 24-hour urine collection is tobe 
carried out, whereby the proteinuria must be at ~ 1 g/24 hours. 

• Patients with a history of grade 3-4 thrombosis (NCI CTCAE, Version 4.0) are expected 
to receive prophylactic anticoagulation. 

• Adequate organ function as defined below: 

SYSTEM LAöORA TORY VALUES 

Haematology 

flevtrophrs ::.. 1 ,Sf.lOlµL. 

H;i~ lot)rn :.9g/dL 

PJate!ets ~t00,000/fJL 

He:patic 

AibYmsn „:.259/dL 

$eft.im bi~rubirl st .5 mg/dL. 

ASTandALT ::J .S ,(ULN 

;:;~ O X ULN in hep.,l'b!! 

n1etastatit spread 

ReM I 

Serum creatinme 1 f 1.Smg/dL 

-OR-

C<ilw.l~t~ cre311rime <:learancee• 1 ::SO mLJmin 
(GFR: Cockroft and Gault} 

Patients meeting any of the following criteria will not be included in the study: 

• PrimarHy resectable metastases and the patient' s wish to und ergo surgery. 
• Grade III or IV heart failure (NYHA functional classification) 
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• Comorbidities or physical conditions that make the patient unsuitable for participating 
in the study or that would interfere with the safety of the study participant 

• Myocardial infarction, unstable angina, cardiac angioplasty or coronary stenting within 
the previous 6 months 

• History of arterial thromboembolism including strake, transient ischemic attack or 
cerebrovascular disorders within the previous 6 months 

• Severe bleeding within the previous 6 months (except for tumour bleeding prior to 
resection), coagulopathy or bleeding diathesis 

• Abdominal or tracheooesophageal fistulas, gastrointestinal perforations within the 
past 6 months prior to admission to the study 

• lnadequately controlled hypertension {defined as systolic blood pressure > 150 mm Hg 
and/or > 100 mm Hg diastolic) on antihypertensive therapy 

• History of recurrent thromboembolic events (> 1 episode of deep vein thrombosis, 
periphera1 embolism) during the previous 2 years 

• Severe wound healing disorder or ulceration or bone fractures 
• Pregnant or breastfeeding patients 
• Any psychological, familial, sociological or geographical event that prevents 

compliance with the study protocol 
• Additional cancer therapy (chemotherapy, radiation, biological therapy, 

immunotherapy or hormonal therapy) during the study 
• Concomitant treatment with other investigational medicinal products or any other 

expressly prohibited medication during the study or participation in another clinical 
study subject to the Germ an Medicinal Products Act 

• Contraindications to treatment with irinotecan and/or FUFA 
• Any known immediate or delayed hypersensitivity reaction or idiosyncrasy to medicinal 

products chemically related to capecitabine, 5-fluorouracil, folinic acid, irinotecan, or 
bevacizumab 

• Acute or subacute ileus or chronic inflammatory bowel disease 
• Known glucuronidation defect (Gilbert-Meulengracht syndrome) 
• Untreated brain metastases 
• Known malignant secondary neoplasm within the last 5 years (except for basal cell 

carcinoma of the skin or carcinoma of the uterine cervix in situ) 
• Known alcohol or drug abuse 
• Lack of or limited legal capacity 

15. Test product, dose and mode of administration 
During the conduct of the trial, all drugs are used within their respective lable and the centres 
are requested to buy the drugs themselves. (For batch numbers see Attachments: Certificate 
of Compliance) 

The initial study protocol defined capecitabine as the FP backbone, including a CAPIRI regimen 
established in two randomized trials of the Arbeitsgemeinschaft lnternistische Onkologie 
study group. On the basis of increasing evidence that CAPI RI and FOLFI RI were comparable in 
combination with Bev, as weil as to ensure greater flexibility for patients and centers, an 
amendment in 2013 allowed regimens that were based on infusional FU and capecitabine. The 
choice of the respective FP for each patient was reported initially and not changed du ring the 
course of the study. Patients in arm A started therapy with FP 1 Bev. Either capecitabine-based 
(oral capecitabine 1,250 mg/m2 twice daily, days 1 to 14, plus infusional Bev 7.5 mg/kg body 
weight on day 1, repeated every 3 weeks) or FU-based (intravenous on day 1: racemic folinic 
acid with 400 mg/m2

, FU bolus of 400 mg/m2
, FU over 46 hours 2,400 mg/m2 and 5mg/kg body 

weight of Bev, repeated every 2 weeks) regimens were administered. Afterfirst progression, 
treatment was continued with CAPIRI + Bev (oral capecitabine 800 mg/m2 twice daily, days 1 
to 14, intravenous lri 200mg/m2 on day 1 plus Bev at a dose of 7.5 mg/kg body weight infused 
on day 1. repeated every 3 weeks) or biweekly FOLFIRI + Bev with tri at a dose of 180 mg/m2 
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in addition to the FU regimen described above. Patients in arm B received initial CAPIRI or 
FOLFIRI + Bev (FP 1 lri 1 Bev) as described. In arm B, de-escalation of lri (in the case of at least 
stable disease for > 6 months) and consecutive re-escalation to the full regimen - after 
progression while an de-escalated treatment - was allowed. 

16. Duration of treatment 
Treatment was continued until disease progression, occurrence of unacceptable toxicity, 
complete response, or until a physician and/or patient decision that study therapy be stopped 
or changed (for any reason). Subsequent therapy was defined if a drug-not being part of the 
previous line of therapy-was used. 

17. Reference therapy, dose and mode of administration 
The local investiagtor will choose the fluoropyrimidine (capecitabine or infusional 5-
FU/leucovorin) G,investigators choice"). The choice is final and should not be changed during 
the conduct of the trial. In arm A treatment will start with either capecitabine plus bevacizumab 
or with 5-FU/leucovorin plus bevacizumab. Treatment in arm B will start with either CAPIRI 
plus bevacizumab or FOLFIRI plus bevacizumab. 

During the conduct of the trial, all drugs are used within their respective lable and the centres 
are requested to buy the drugs themselves. 

Arm A (experimental arm) 
The experimental arm (arm A) of the trial can be performed with one of the following regimens 
(choice of investigator): 

Capecitabine plus bevacizumab (three-week regimen) 

capecitabine: 2 x 1250 mg/m2 day 1-14 

bevacizumab: 7 .5 mg/kg day 1 

5-FUFA plus bevacizumab (two-week regimen) 

Folin acid 400 mg/m2 iv 120 min day 1 

5-FU 400 mg/m2 bolus day 1 

5-FU 2400 mg/m2 iv 

Bevacizumab: 

in 46 h 

5.0 mg/kg 

day 1-2 

day 1 

Treatment is continued until disease progression or unacceptable toxicity. In case of 
progression, treatment is escalated (to arm B regimens): to CAPIRI plus bevacizumab (if 
capecitabine was used) or FOLFIRI plus bevacizumab (if 5-FUFA was the initial backbone) 

Arm B (standard arm) 

Patients receive initial CAPIRI or FOLFIRI plus bevacizumab. In case of failure (progression, 
death, toxicity) study treatment will end. 

Treatment is continued until progression or unacceptable toxicity. After treatment of at least 
6 months, de-escalations (pausing of irinotecan) are allowed and treatment should be 
continued with the fluoropyrimidine plus bevacizumab. lf toxicities require earlier de­
escalation of irinotecan, patient maybe re-exposed to the full irinotecan-based regimen in case 
of disease progression (at the discretion of the investigator) The time of definite progression 
to the full regimen (CAPIRI/FOLFIRI plus bevacizumab) will be evaluated as PFS-1 . 

CAPIRI + bevacizumab (three week regimen) 

capecitabine: 2 x 800 mg/m2 day 1-14, 
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irinotecan: 

bevacizumab: 

200 mg/m2 

7.5 mg/kg 

day 1 

day 1 

FOLFIRI + bevacizumab (two week regimen) 

irinotecan 180 mg/m2 iv, 30 - 90 min day 1 

floinic acid 400 mg/m2 iv, 120 min day 1 

5-FU 400 mg/m2 bolus day 1 

5-FU 2400 mg/m2 iv 46 h days 1-2 

bevacizumab: 5.0 mg/kg days 1 

18. Criteria for evaluation: Efficacy, Safety 
Tumors were assessed by computed tomography (abdomen and ehest) within 28 days before 
study start, and follow-ups were scheduled every 9 weeks until the end of treatment. After the 
study, assessments were carried out every 3 months until death or for a maximum of 5 years. 

All adverse events (according to the National Cancer Institute Common Terminology Criteria 
for Adverse Events) were documented from enrolment to the final study visit. All recorded 
toxicities were classified as symptomatic versus nonsymptomatic according to the study 
protocol by sponsor representatives (D.P.M. and V.H.). 

19. Statistical methods 
The primary analysis of TFS is performed in the full analysis set (FAS) population, 
corresponding to an intent-to-treat analysis. The FAS includes all patients that underwent 
randomisation, received study treatment and had no major vio1ation of in-/exclusion criteria. 
In arm A (initial fluoropyrimidine plus bevacizumab), TFS is defined as time from 
randomisation to second progression (failure of the irinotecan-containing regimen after 
escalation). lf no escalation is possible/done at first progression or if no response or stable 
disease can be observed during the irinotecan-containing escalation, TFS is defined as having 
occurred at time of first progression. In case of no event occurring during study therapy, the 
endpoint is defined as start of a new treatment-line (at least one anticancer drug that was not 
part of the study protocol), first progression after study therapy or death, whichever came first. 
In this regard a PFS-2 was estimated as time from escalation to second-progression (if not 
occurring as best response), death or use of a new drug. In arm B time to failure of strategy 
was calculated as time from randomisation to first progression to the full irinotecan­
containing regimen (including a re-escalation of irinotecan in case of de-escalated therapy 
after at least six months disease control, see above), use of at least one new anticancer drug 
or death. 

Demographie and prognostic baseline measures will be analyzed for heterogeneity between 
the two treatment arms. Clinical and laboratory toxicity graded according NCI CTC (version 
4.0) will be collected for all patients. Quality of life will be measured using the EO RTC QLC-C30 
questionnaire. Categorical data comparisons between treatment arms will be performed 
applying Fisher's exact test, chi-square test and Mantel-Haenszel test, as appropriate. Event­
related data (TFS, PFS, OS) will be reported according to the life-table method (Kaplan and 
Meier) and compared using the logrank test. In case of non·conformity with proportional 
hazard assumptions the generalized Wilcoxon signed-rank test may be used as modified by 
Peto et al. and Prentice et al. [14, 15, 16]. 

Univariate estimation for prognostic factors will be performed as described above. In case of 
need for multivariate analysis appropriate regression models e.g. logistic regression model, 
Cox proportional hazard model will be adopted. 
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The primary objective of the study is to examine two hierarchically ordered hypotheses on the 
comparative efficacy and toxicity. The primary efficacy endpoint is the time to failure of 
strategy (TFS). The objective is to show non-inferiority of the experimental arm. The primary 
toxicity analysis is performed confirmatively if (and only if) non-inferiority with respect to TFS 
was shown. This hierarchically ordered approach precludes an inflation of the overall type 1 

error in case of more than one study hypothesis. The primary safety endpoint is a toxicity score 
defined as the mean number of NCI CTC grade 2 - 4 findings per cycle during the whole TFS 
period. Only symptomatic toxicities will be taken into account, and not any events that are 
manifested as laboratory abnormality or change only. With respect to toxicity the objective is 
to show superiority of the experimental arm. 

The primary endpoint was to test non-inferiority of TFS induced by sequential treatment (arm 
A) versus initial combination chemotherapy (arm B). A 90% confidence-interval margin for non­
inferiority was set to a hazard ratio for time to failure of strategy of 0·8. With a power of 80%, 
the initial design required 516 events for time to failure of strategy. In 2015, it appeared that 
due to slow recruitment, a completion of recruitment in a reasonable time-frame was not 
realistlc. After consultation with the leading ethical committee and a respective 
recommendation, the sponsor decided to accept a reduced power of 70%, resulting in 378 
events needed. 

The primary endpoints will be analyzed confirmatively with a global level of significance p :s 
0.05 (one-sided). All other parameters will be estimated in a descriptive analysis with report of 
means, medians, ranges and confidence intervals. All additional p-values will be estimated 
exploratorily without adjustment of the level of significance, using two-sided test procedures. 

20. Summary- Conclusions (1) 

Efficacy 
The primary analysis of TFS was based on 380 (90.3%) of 421 events. Median TFS in the initial 
FP 1 Bev group (arm A) was 9.6 months (90% Cl, 8.6 to 10.6 months) and 9.9 months (90% Cl, 
8.8 to 10.6 months) in the initial FP 1 lri1 Bev group (arm B). HR for TFS was 0.86 with a 90% 
Cl of 0.73 to 1.02, which exceeded the noninferiority margin of 0.8. Adjusted-by stratification 
factors-analysis for TFS was as follows: HR, 0.88; 90% Cl, 0.72 to 1.08. Subgroups indicated 
benefit from the upfront combination therapy in patients with RAS/BRAF wild-type tumors (HR, 
0.61; 90% Cl, 0.46 to 0.82; P = .005), but not in patients with RAS mutanttumors (HR, 1.09; 90% 
Cl, 0.81 to 1.46; P = .58; Flg 3A, Fig 3C, and Table 2). An exploratory Cox proportional hazards 
regression model analysis of TFS for interaction of RAS mutational status and study arm was 
significant (P,. .03). Median OS was not significantly different (HR, 0.84; 95% Cl, 0.66 to 1.06; 
P = .14) between study arms, and findings in subgroups were consistent with observations in 
TFS. Objective response rates, PFS-1, and molecular subgroups are summarized in Table 2, 
and treatment duration and efficacy of the sequential treatment arm are indicated in Appendix 
TableA4. 
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TABU: 2. E!r=y in tt» F<JI Anal\'SJ< Set and ,n MolecL11" Odined Fapülilüons Acc<.rdiog 10 Tre,tmmt Group 
885! lt.esJJOme ?ntgm1ic11•Fit:e Smffla '-1 

0 .... 11 0'1ll Railo TiOJ<, Mon!ho (l!S¾ tta,ant R.l!io 
Popnl•tio• Respons,, 3/. (95'!1. Cl)" t ll (95% Cl>! 

f lJte, Monftls 
(00%CI) 

Hazard Rzlio 
!90%Cllt 

tl,.., MOnll!s 
(95%CI) 

11.n>lll ll:!lio 
(96% Cllt 

~llire plus beiaciru""b 
en~zl2l 

36,J 0..50 I0,341'>0.741 8.0 (6.9 l<l 9.9) 0.70(0571!)0.85) 9.6(8.6 to lü.61 0.86{0.73 (0 1.02) 21,S (20.Z ro 25,0) 0.S4 l!}.66 !<> 1.06) 

CAl'll\1 cr fOlfl~f plus bevaci21Jmah 
(n ~2001 

53'.6 p, .005 s.9(8.7!0 lMl P<c .001 9.S (8,8 ~ 10.61 Pa .16 Z3.5 (20.9 to 27.!l) P~.l4 

Fl~r11nkiri~ ~W!I ~..w,4Z1.Jmab 
Cn a !äa} 

37.2 0.51 ;'.l30,0.77l 8.◊(6.6 >o ä.91 O.el9 (0_56 t,, 0.001 9.6(3,51o 1031 0.85 (0.7l W 1.021 21.4120.I to 25.0) Q.11 (0.60 io 0.99) 

CA!'lRI c.- fOlfl~ 1 pl.lS _,,,.,,,~ 
(n ~1/JGJ 

tAPl("f r:,;· ;c.t.f)~l ~~u;i. ~..acil!.11' iatt 
\{I !:. ss, . 

~t '(,rr;..-;,":::"d:1'\c- t ~iJ.:i ~~"1'.;i{.'1'_.i':"'lcL! 
J,"1 ,._ ~i, 

Cti.Pl~I '-"' TC-..,;:'~~11 pi.~:: b<>w1t:;J1:!';'1!) 
it-,.. ~-;,; 

53S P • .001 

46.4 J,-. .00 

10.2 {8.8 !O 11.l) p <.::'. .001 10.2 (9.0 tc 10.9) p •. . !4 25.5 (22.4 to 28.7) 

11.iP!C.l 'D 13.0} 

.r.· .,. ...34 

flt.!;(}IOP'Jfimldltw plo!.'I ~WJPN b 
(n ~ 79~ 

443 0.41 ,o.z.no 0. 791 8.4 16.5 1<1 g_g) 0_4g (0.3S !D O ÖS) 9.1 (7.8 ;>109 J 0.61 (0,46 to 0.821 2$.2 (20.8 !D 29,8) 0.58 ID.38 to OHJI 

CAFl:RI Of fO...flRl i:tus b8WC'i2:u-{Tlab 
(11 ~ 79} 

65.8 12.6 (10.3 to 14.61 P<:.001 12.6 (10.4 fll 14.31 32.2 /26. l to 46.AJ P=.01 

fluoropyrirnidi11e pi l,JS 00\18.cizuma b 
In= 12) 

25.o 0.1810.12 to SslCI ti.9 (4.2 to 10.2) IA.H0.59 n, 3.47) o.9 {4.2 ro 10 21 lß2 {0.76 tc .i.47! 12 4 (10.2 10 2021 l 50 I0.€0 to 3.7BJ 

CA~Rl UI' FOLARI plus 00-wd.zumah 
(n ~ JO) 

30.0 4.5 (3.1 to 8.4) P,e,.43 4.5 (3.l "8.41 

Abbreliaöans: C.4'.~R1, ca~iblbim in --::ombina1ior1 we:h: irimtocanJ FOLFlRt, flu.:lrouracil arid leLi.:::ovaM ln CiJmbinatio:1 with trtnotecan. 

• PvalUe caiwla<ed t,y Fisher'• eltllCl 1„1. 
t Pvatves. "'~ cali:~ated uing log-tattr< ~\$. 

TABLE A4. Treatment Duratioo. Eflicacy, and Onset c,l Adverse E.veots in the Sequenlial Treatmeot Arm 
Efticacy in Ann A !initial FP + Bev; n = 212} Palienls W"llh Escalation (n = 80) 

Treatment dura1ion with FP + Bev 

Median time, months {range) 6.9 (1.0-21.5) 

PFS--1 

Median ~me, montl1s (95% Cl) 6.9 (6.3 to 8.1) 

Aclve!'S1:! events grade 3.5 during PFS.1, % 70.0 

Treatment duration with FP + lri + Be11 

Median time, months (rangel 2.8 (0.0-15.3) 

PFS-2 

Median time, months {95% Cl) 8.2 (6.6 to 8.S)t 

Adverse events grade 3--5 after lri escalation, % 12.:'1 

TFS 

Median time, rnonths (95% Cl} 10.8 (8.7 to 14.3) 

7.8 (4., to 13.5) ~= .38 

Patien~ Witllout Escalalion (n = 132) 

52 (0,0•27.5)T 

8.6 0 .5 to 10.0) 

75.8 

8.6 (7 .5 to 10.0) 

Abbreviations, Bev, bevaciwmsb; FP, fluoropyrimidine; lri, irinotoc8n; PFS, progression-free 5Urvival; TFS, time to failure of the strategy. 
'On ttJ e basls of 130 patients, data missing from two patie nts. 
1 Eslirnated in 39 patients with at least disease control (stilble disease or response according lo R ECIST l. l}. 

Toxicity and Safety 
The toxicity score of symptomatic grade 2 to 5 events per treatment cycle significantly favored 
arm A versus arm B (arithmetic mean, 0.6; Standard deviation, 0.7 v arithmetic mean, 0.7; 
standard deviation, 0.7; P = .03). Adverse events-related or unrelated to study-of grade 3 or 
more were reported in 80.7% of patients in arm A and 77.1% of patients in arm B. Detailsare 
listed in Table 3. In this table the most frequent hematological and gastrointestinal Adverse 
Events are listed as weil as the most common Adverse Events that are to be expected in regard 
to the used medication. A complete listing of all Serious Adverse Events is attached in the 
Appendix. 

Seite 19146 



TABLE 3. Grade l to 4 lldven;e Evenl$ ano Events {lf Spect.al lnterest 
Grad~ 

FP + Bev (n = 212) fP + lri + Bev- (n = 210) 

Evenl 2 3 4 ~2* 2 3 4 ~2' 

MY sdverse evenl 0.5 16.5 65.◊ 13..2 97.2 3.3 16.7 60.5 14.8 93-8 

Syrnptorratic tOldcity grade"" 2 per tre<ilment cycle Mean, 0.6; standard devialion, 0.7 Me;,<;, 0.7; E!!lndard rtevi3tion, 0.7 

l.t\tJCOCYt<)penia 20.8 9.4 4.2 0.9 14.6 31.9 15,2 6..7 21.9 

Neutropmia 45.3 7.1 4.2 11.3 22,6 44.8 18.6 7.1 9.0 .'!4.8 

Febrile nrutropenia 0.9 0.9 l.(J 0.5 1.4 

Thrombocytopenie 32,5 2.8 1.9 ().,5 5.2 24.3, o.s 1.0 1.4 2.8 

Anemia (hemoglobinJ &3.7 Zl.6 2.8 1.4 26.9 6.33 22.9 3-3 26.2 

lreection 18.4 ,.,.~ ·~ 
Ll.i!.. 8.0 0.5 29'.7 rn.1 20.0 7.1 0.5 27.6 

Fever 6.6 3.8 0.5 4,2 9.0 3.3 3.8 0.5 7.6 

Nausea 22,2 10.8 3.8 ]4,5 110 2z-~ 4.3 27.l 

Vomiting 9)1 4,7 1.9 6.6 11.~ 9,0 2.9 0.5 12.4 

Diarrhea 20.3 17.9 10.4 0.9 30.2 23.3 19.0 11.9 1.9 32.9 

lv\ucositls/stomatitis !5.6 9.9 3.3 13.2 lJ.8 7.6 1.9 9.5 

Hand.fooi syndrome 9.9 l-\U 15.0 35.4 lG.2 6.7 4.8 11.4 

Pain :::2.2 30.2 '5.7 ;;5.8 27.6 21.0 6.2 27.l 

Alopecia 12.2 12.3 12.3 19.D 21.0 21.0 

Hypertensil:m 13.7 18.9 30.7 0.5 50.0 9.0 21.0 30.5 1.4 52.9 

Thrombe mllol1c event 0.9 .3.8 10.4 1.9 16.0 1.0 4.3 6.2 l.9 12.9 

B!eedir.g/he!TIOl'rhage 13.7 3.3 2.4 5,7 14.3 HI 1.0 4.8 

Hsrula 0.5 C.5 

GI 1,1erfuralion 0.5 ü.5 

Proteinuria 2.4 1.4 1.4 1.4 2.4 2.4 

NOTE. Daia are gjven as perceni unless oth6WiSe ll{)fed_ Adverse event tams were predefir.ro in lhe case rep~rt forms. He111atologlc laboratcry valUes 
were reported and calculaled on lhe basis of the l!lbor.itory assessments, ail other adverse events were reported and -coded by Medical Dlctionary for 
Regulalory Activtties version 13.1 p.<ef<!!rM tem1s. All terms are lnelullea regaMless of whethe- th(!(e are C(lflsidereQ related to s!l1dy treatment or not. 

Ailbrevialion5: Sev, bevaclzumab; Ff', flt.torocyrimidine; lrl, irinorecan. 
"lncludes sewn oealhs (ad;wse eVEt.1ts ol grade 5): thr<!e in arm A (one unclear death, two diarrheal and foLir in arm B (one cardiac failure plus 

Ihr= boembolic even t, one inte-sti~al fschemla, one neutro penic se ps1$, and wie ~epsi s). Of mese seven eve nrs, fotJ r we re oeem ed to be rooled to lhe sludy 
the@py (me diarrhea. rnrdfac failure plus thromboemoolic ev,,nt, ircteslirial ischernia, and neulcopenic wpsis). 
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FIG 3. Kaplan-Meier estimatesof the full analysissetand the molecutarsubgroups. {A and B) Kaplan-Meier estimates oltime to f.Jilureof strategy and 

overan surviva I in the full analysis set and (Ca nd D) time to lailure of stra tegy ar\d overa II su rviva l in molec u lar subgrou ps ( R AS$R AFwild type (WTJ/ RAS 
mutant !MTJ/BRAF MT. including one patlent with an RAS plus BRAF MT tumorJ. All anatyses were according to treatment group. Arm A, initial 
fluoropyrimidine (FP) plus bevacizumab (!3evl; arm B, inrtia! fiuorouracil, leucovorin, or capecitlbine in combination wilh irinotecan (lri) plus Bev. 
CAPIRI, capecitabine jn combinatioo with irjnotecan; FOLFIRI, tluorouracil and leucovorin in combination with irinotecan. 

In conclusion, noninferiority of sequential therapy starting with FP + BEV versus initial FP + lri 
+ Bev could not be demonstrated nor ruled out. The limited feasibility of the sequential 
escalation of treatment as well as the inferior efficacy of the sequential strategy in patients 
with RAS/ BRAF wild-type tumors explain this outcome. Whereas initial combination 
chemotherapy plus Bev was clearly superior in patients with RAS/BRAF wild-type tu mors, initial 
treatment with FP + Bev could be an acceptable approach in patients with RAS mutant tumors. 
These data suggest that RAS/BRAF mutation status may also be an important parameter in 
the optimal selection of Bev-based therapy. 

21. Date of report 
January, 27th 2021 
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Attachements: 
Study Centers 

Titel Nachname Klinik Straße PLZ Ort 
Klinikum der Universität 

Prof. München-Klinikum 
Dr. med. Heinemann Großhadem Marchioninistraße 15 81377 München 

Evangelisches 
OA Dr. med. Potenbera Waldkrankenhaus Soandau 13589 Bertin 

Städtisches Klinikum Dessau 
Akadem. Lehrkrankenhaus der 
Martin-Luther-Universität 

DA Dr. med. Florschütz Halle-Wittenbem Auenweg 38 06847 Dessau-Roßlau 

Dr. rned. Kemof Klinikum Landshut GmbH Robert-Koch-Sir. 1 84034 Landshut 
Kreisklinik Altötting-

OADr. med 50,,,5 Burohausen Vinzenz-von-Paul-Sir. 10 84503 Altöttino 

Schwerpunktpraxis für 
Hämatologie und lnternistische 
Onkologie 

Fischer von Gesundheitszentrum St. 
Dr. med. Weikersthal Marien GmbH Mariahillbemwea 7 92224 Amberg 

Kreiskrankenhaus 
Gummersbach GmbH 

CA Dr. med. Sieber Tumorzentrum Oberbero Wilhelm-Breckow-Allee 20 51643 Gummersbach 

Schwerpunktpraxis für 
Dr. med. Schulze HämatoloQie und Onkolooie Görlitzer Str. 1 O a 02763 Zittau 

Vehllng-
Dr. med. Kaiser Praxis Achdorfer Weo 5 84036 Landshut 

Dr. med. Behrens Praxis Kleine Marktstraße 3 06108 Halle I Saale 
Gemeinschaftspraxis 

Dr. med. Dietze Mainka/Dietze Buchforststr. 14 51103 Köln 
Gemeinschaftspraxis Dres. 

Dr. med. Wilke Wilke/Wagner Jako b-Hen I e-S tr. 1 90766 Fürth 
Onkologische 
Gemeinschaftspraxis 
Würselen 
(Angelagerter 
Behandlungsstandort 

Groschek Stollberol Mauerfeldehen 72 52146 Würselen 

Dr. med. Michl Fachärztin für Innere Medizin Sollner Str. 65b 81479 München 

Dr. med. Severin Praxis Sachsenrinq 69 50677 Köln 
Prof. Dr. 
med. Bangerter Gemeinschaftsoraxis Halderstraße 29 86150 Auqsburq 

Dr. med. Basovski Praxis Zie<ielhausstr. 50 88400 Biberach an der Riß 
lntemistische 
Gemeinschaftspraxis -
Praxisklinik 
Drs. Zimber, Brendel, Hoesl, 

Dr. med. Zimber Maintz Weiltinger Str. 11 90449 Nürnberg 
Prof. Dr. Salvador-Allende- Straße 
med, Press DRK Kliniken Berlin I Köoenick 2-8 12559 Berlin 

CA PD Dr. Hegau-Bodensee-Klinikum 
med. Harder SinQen Virchowstr. 10 78224 Sinqen 

Späth• 
CA Prof. Dr. Schwalbe Vivantes Klinikum Soandau Neue Berostraße 6 13585 Berlin 

Krankenhaus St. Elisabeth und 
Dr. med. Asoar09r St. Barbara Mauerstraße 5 06110 Halle !Saale) 

St.- Josefs-Hospital Dortmund-
CA Dr. med. Teschendorf Hörde Wilhelm.Schmidt-Sir. 4 44263 Dortmund 

Prof. Dr. DONAUISAR Klinikum 
med. Waaner Deooendorl Perlasberaer Strasse 41 94469 Demiendorf 

Kliniken Nordoberpfalz AG 
CA Prof. Dr. Kullmann Klinikum Weiden Söllnerstraße 16 92637 Weiden 
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medius-Kliniken gGmbH, Klinik 
Dr. med. Römmele Nürtinoen Auf dem Säer 1 72622 Nürtinaen 

Prof. Dr. 
med. Danzlinaer Marienhospital Stuttaart Böheimstr. 37 70199 Stuttoart 

Universitätsklinikum Jena 
OADr. med. Lindia Klinik für Innere Medizin II ErlanQer Allee 101 07740Jena 

Peveling 
genannt Praxis des MVZ Med 360° 

Dr. med. Raddemann Leverkusen Am Gesundheitsoark 2 +11 51375 Leverkusen 

Hämatoonkologische Praxis im 
CADr. med. Kremers Caritas-Krankenhaus Lebach Heeresstraße 49 66822 Lebach 

Dr. med. Bremer St.-Franziskus-HosPilal Hohenzollernrina 72 48145 Münster 

Dr. med. Soeidel Praxis Ärzteforum HenniQsdorf Marwilzer Str. 91 16761 Henniosdorf 
Onkologische 
Schwerpunktpraxis 
Dres. Franz-Werner/Feustel 

Dr. med. Franz-Werner Scever Hil= rdstr. 26 67346 Scever 

Praxis MVZ Ärzteforum 
PD Dr. med. Sehmittel Seestraße Seestr.64 13347 Berlin 

Möller-
OA Dr. med. Fassbender Lukas-Krankenhaus GmbH Hindenbumstraße 56 32257 Bünde 

Dr. med. Freier Gemeinschaftspraxis Goslarsche Landstraße 19 31135 Hildesheim 
Klinikum Leverkusen gGmbH 
Akadem. Lehrkrankenhaus der 

Dr.med. Heider Universität zu Köln Am Gesundheitsmirk 11 51375 Leverkusen 

Dr.med. Rubanov Praxis Lohstraße 4 31785 Hameln 

Freiberg-
Dr. med. Richter Gemeinschaftsoraxis Arnoldstr. 18 01307 Dresden 

Ostalb-Klinikum Aalen 
Akadem. Lehrkrankenhaus der 

CA Prof. Dr. Kleber Uni. Ulm Im Kälblesrain 1 73430 Aalen 
Prof. Dr. Ferdinand-Sauerbruch-
med. Lerch Universitätsklinikum Greifswald Straße 17475 Greifswald 

MVZ am Klinikum Arnsberg 
Dr. med. Schulmann GmbH SPrinoufer 7 59755 Arnsbera 
Prof. Dr. St. Marien- und St. 
med. Hoffmann Annastiftskrankenhaus Salzburoer Str. 15 67067 Ludwiashafen 

Wissenschaftskontor Nord 
Dr. med. Lück GmbH &o. KG Trelleboraer Str. 10B 18107 Rostock-Lütlen-Klien 

Kaiserswerther Diakonie 
Florence-Nightingale-

Dr. med. (Hl Winter Krankenhaus Kreuzbemstr. 79 40489 Düsseldorf 
Uberörtliche 

Dr. med. Wierecky Gemeinschaftspraxis für Hohe Weide 17b 20259 Hamburg 
Innere Medizin 
Gemeinschaftspraxis 

Dr. med. Aldaoud Hämatoloaie / Onkoloaie Strümoelslrasse 41 04289 Leiozia 
Universitätsklinikum Leipzig 
AöR 

Dr. med. Hoffmeister Liebio<:traße 20 04103 Leiozia 
Klinikum der Wolfgang 

Prof. Dr. Goethe-Universität Frankfurt 
med. Troian am Main Theodor-Stern-Kai 7 60590 Frankfurt 

Dr. med. Tschechne Praxis lltener Straße 46 31275 Lehrte 
Städt. Klinikum Neuss, 

Wierer Luksakrankenhaus GmbH Preussenstraße 84 41464 Neuss 

Onkologische Praxis am 
Dr. med. Peuser Diakonissenhaus Geora-Schwarz-Str. 53 04179 Leiozia 

Dokusan Gesellschaft für 
medizinische Studien mbH & 

Dr. med. Hahn Ca.KG Wiescherstr. 20 44623 Herne 
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Diakonie-Klinikum Schwäbisch 
CADr. G&er Hall qGmbH Diakoniestraße 10 74523 Schwäbisch Hall 

Gemeinschaftspraxis Dr. 
Dr. med. Moeller Soohn Dr. Möller Mauerstr. 5 06110 Halle 

Katholisches Klinikum 
Ruhrgebiet Nord GmbH 

CA Dr. med. König Marien-Hospital Hervester Straße 57 45768 Marl 

Prof. Dr. St. Marienkrankenhaus Siegen 
med. Gassmann gGmbH Kampenstr. 51 57072 Sieqen 
Prof. Dr. Medizinische Hochschule 
med. Voael Hannover Car1-Neuberastr. 1 30625 Hannover 

Dr. med. Triebkorn Asklepois Klinik Weißenfels Naumburger Str. 76 06667 Weißenfels 
1 ntemistische Wilhelm-Leuschner-Str. 11-

Dr. med. Lorentz Gemeinschaftspraxis 13 67547Worms 
Hering-

OÄDr. med. Schubert St. GeorQ Klinikum Eisenach Mühlhäuser Str. 94 99817 Eisenach 

Dr. med. Uhlia Praxis Schulstr. 1 04683 Naunhof 

Dr. med. Paoke lnternistische Praxis Rosa-LuxemburQ-Straße 6 01844 Neustadt in Sachsen 
Martha Maria Krankenhaus Röntgensir. 1 06120 Halle/ Saale 

Dr. med. Krummenerl Halle-Dölau oGmbH 
Ammer1and Klinik GmbH, 
Westerstede 
Lehrkrankenhaus der Uni. 

Dr. med. Kohl GöttinQen Lange Str. 38 26655 Westerstede 

Hämatologisch - Onkologische 
Dr. med. Metz Schwerounktoraxis Göttinoen Nikolausberaer WeQ 36 37073 Göttinoen 

Prof. Dr. Studienzentrum Onkologie 
med. Decker Ravensburg Elisabethenstraße 19 88212 Ravensburo 

Dr. med. Pohl Städtisches Klinikum Solinqen Gotenstr. 1 42653 Solingen 
Prof. Dr. 
med. Bernhard Klinikum Darmstadt GmbH Grafenstr. 9 64283 Darmstadt 

Krankenhaus Barmherzjge 
Brüder Regensburg 
Akadem. Lehrk. der Uni. 

Dr. med. Schenk Reciensburn Prüfeninger Straße 86 93049 Regensburo 

Praxiskooperation Bonn-
Dr.med. Buschmann Euskirchen Eurooarina 42 53123 Bonn 

Dr. med. Stauch Praxis Dr. Stauch Niederbronner Str. 2 96317 Kronach 
Vinzenz Pallotti Hospital Vinzenz-Pallotti-Straße 20 -

Dr. med. Hennesser GmbH Bensberg 24 51429 Beraisch Gladbach 

Dr. med. Kubin Klinikum Traunstein Cuno-Niool-Straße 3 83278 Traunstein 

Dr. med. Puchtler RoMed Klinikum Rosenheim Pettenkoferstr. 10 83022 Rosenheim 
Praxis Onko-Log Mülheim 

PD Dr. med. Schröder GbR Kettwioerstr. 62 45468 Mülheim an der Ruhr 
Zollernalb Klinikum gGmbH 

Dr. med. Whitlock Balinoen Tübinoer Str. 30 72336 Balinoen 
Prof. Dr. 
med. Wendtner Klinikum Schwabing Kölner Platz 1 80804 München 

Medizinische Statistik 
Dr. med. Jacobs Saarbrücken, GbR Am LudwicisberCI 78 63113 Saarbrücken 
Prof. Dr. Leopoldina Krankenhaus der 
med. Kanzler Stadt Schweinfurt Gustav-Adolf-Str. 8 97422 Schweinfurt 

Fachinternistische 
Gemeinschaftspraxis Dres. 
Luhrenberg, Höhmann-Riese, 

Dr. med. Rauh Rauh, Knittel, Schweickert Ardevstr. 105 58452 Witten 

Dr. med. Hielscher Klinikum Chemnitz Flemminostr. 2 09116 Chemnitz 
Johanniter-Krankenhaus 47228 Duisburg-

Dr. med. Balleisen Rheinhausen GmbH Kreuzacker 1-7 Rhein hausen 
Hämatologisch-Onkologische 

PD Dr. med. Schuch Praxis Altona (HOPA) Mörkenstr. 47 22767 HamburO 
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medius Kliniken gGmbH, 
Dr. med. Simon medius Klinik Oslfildern-Ruit Hedelfinaer Str. 166 73760 Ostfildern 

PD Dr. med. Zirlik Universitätsklinikum Freibura Huostetter 55 79106 Freibura 

Dr. med. Luttenberaer Klinikum Memminoen Bismarckstr. 23 87700 Memminaen 

Dr. med. Zander Uniklinik Köln Keroenerstr. 62 50937 Köln 
Prof. Dr. St. Vincenz-Krankenhaus 
med. Greeve GmbH Paderborn Am Busdorf 2 33098 Paderborn 

Dr. med. Sarain St.-Marienhosoital Lünen Altstadtstr. 23 44534 Lünen 

Prof. Dr. Paracelsus Klinik, Zentrum f. 
med. Ruhnke Tumordiaanostik u.- theraoie Am Natruoer Holz 69 49076 Osnabrück 

Klinikum Dritter Orden 
Dr. med. Suttmann München-Nvmohenbura Menzioer Str. 44 80638 München 

Dr. med. Koch St. Vinzenz Krankenhaus Rottslr. 11 45711 Datteln 

Dr. med. Schulz Onkoloaische Praxis Mühlenstraße 41 55543 Bad Kreuznach 
Eps-Earty Phase Solulions 

Dr. med. Ruffert GmbH Goethe-Sir. 3b 07743 Jena 

Dr. med. Ewald Klinikum Kulmbach Albert-Schweitzer-Sir. 10 95326 Kulmbach 

Dr. med. Schmidt Gemeinschaftspraxis Bäckerstraße 4 81241 München 

Onkologisches 
Dr. med. Koiouharoff Studienzentrum Darmstadt Landaraf-Geora-Str. 100 64283 Darmstadt 

Prof. Dr. Mayer zum Vincentius-Diakonissen-
med. Büschenfelde Kliniken QAG Südendsir. 32 76137 Karlsruhe 

Dr. med. Nischik Maria-Josef-Hospital Lindenstr. 29 48268 Greven 

Dr. med. HellwiQ Maria-Josef-Hospital Lindenstr. 29 48268 Greven 

Dr. med. Abenhardt MVZ MOPS Elisenhof Prielmaverstr. 1 80335 München 
Ortenau Klinikum 

Dr. med. Eaaer Lahr-Ettenheim Klostenslr. 19 77933 Lahr 

Universitätsklinikum 
PD Dr. med. Graf Düsseldorf Moorenstr. 5 40225 Düsseldorf 

Dr. med. Kunst Onkoloaische Praxis Nienburo Zieaelkamostr. 35 31582 Nienburo 
Prof. Dr. Medizinische Universitätsklinik 
med. Schmieael Knannschaflskrankenhaus In der Scharnau 23-25 44892 Bochum 

Zentrum für ambulante 
Dr. med. Fronhoffs Hämatologie und Onkoloaie Hum□erdinckstr. 10-14 53721 Si..,,buro 

Onkologische Praxis 
Dr. med. Baake Pinneberg Fahltskamo 74 25421 Pinnebera 

AMEOS Klinikum 
Aschersleben Kreisklinik 
Aschersleben-Straß fu rt 

Dr. med. Grunewald aGmbH Eislebener Str. 7a 06449 Aschersleben 

Prof. Dr. 
med. Kiani Klinikum Bavreuth GmbH Preuschwitzer Str. 101 95445 Bavreuth 

Dr. med. Tessen Gemeinschaftsoraxis Kösliner Str. 14 38642 Goslar 

Dr. med. Göhler Onkozentrum in Dresden Leioziaer Str. 118 01127 Dresden 

PD Dr. med. AI-Batran Krankenhaus Nordwest GmbH Sieinbacher Hohl 2-26 60488 Frankfurt/Main 

Dr. med. Meiler MVZ Klinik Dr. Hancken GmbH Harsefelder Str. 8 21680 Stade 
Onkologische 
Schwerpunktpraxis 

Dr. med. Schwaner Kurfürstendamm Kurfürstendamm 65 10707 Berlin 
Universitätsklinikum Ulm 

Dr. med. Ettrich Zentrum für Innere Med. Albert-Einstein-Allee 89081Ulm 

Dr. med. Liersch Gemeinschaftspraxis Steinfurter Str. 60b 48149 Münster 
Prof. Dr. Kliniken Maria Hilf GmbH -
med. Graeven Krankenhaus St. Franziskus Viersenerstr. 450, 41063 Mönchenoladbach 

Dr. med. Beck GMS mbH Wildstr. 11 41239 Mönchenoladbach 
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Onkologische 
PD Dr. med. Sei!M!lt Schwerpunktpraxis Kronbergerstr. 36b 65812 Bad Soden 

Dr. med. Schlichting Diakoniekrankenhaus gGmbH Elise-Averdieck-Str. 17 27356 Rotenbura 

Dr. med. Deoenbusch Onkodok GmbH Brunnenstr. 14 33332 Gütersloh 
Prof. Dr. Hegewisch- MVZ für Innere Medizin in 
med. Becker Hamburo -Eooendorf EppendorferLandsrr.42 20249 Hamburg 

Dr. med. Müller Praxis Annenslr. 11 26789 Leer 
Paul Gerhardt Diakonie Paul -Gerhard-Sir. 42-45 06886 Lutherstadt-
Krankenhaus und Pflege Wittenberg 
GmbH, Ev. Krankenhaus Paul 

Dr. med. Winkelmann Gerhardt Stift 
Universitätsklinikum Aachen 

PD Dr. med. Lüdde Pauwelsstrasse 30 52074 Aachen 

Dr. med. Killing Klinikum Wetzlar-Braunfels Forsthaussir. 1-3 35578 Wetzlar 

Dr. med. Schulz Pioh Frechen Kölner Srr. 9 50226 Frechen 

Prof. Dr. Klinikum Ernst von Bergmann Charlottenstr. 72 14467 Potsdam 
med. Maschmever 

Krammer- Klinikum Südstadt Rostock Südring 81 18059 Rostock 
Dr. med. Steiner 

PD Dr. med. Flaßhove Krankenhaus Düren gGmbH Roonstr. 30 52351 Düren 
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Certificate of Compliance Bevacizumab: 

Certificate of Compliance 

for lnvestigational Medicinal Products 

Study I Pro je et Name: 

Study No: 

EudraCT No.: 

Dosage form/ con!ent: 

Strength / Potency: 

Quanti ly of pack age5 

Da le of issu e: 

Cuslamer name and address: 

Distributor name and address: 

Packaging by: 

C:e.rtiricate of Release 

Bevaeiwmab /Temozolomid I lrinotacanhydrochlorid 3 H20 

ML22011 

2009-013099--38 

vials 

400 mg/ 16 ml 

251 boxes x 1 vial 

11-May-2011 

GP Orderno: 

Batch No.: 

1000253499 

HOOl9B01 

Rache Pharma AG, GIenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH, Grenzach­
Wyhlen, Germany 

Packager name, Department I Address: GP Grenzach Produktions GmbH, Grenzach-Wyhlen, 
Germany 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-66461F02 

Analysis No.: 
Manufacturer name or markeling autllorization holder, 

Department / Address: 

Certificate of Manufacturing: 

Use-by: 

corresponds 

Batcl1 No.: 

27090355 

H0019801 

Roche Diagnostic GmbH, Sandliofer Straße, 
Mannheim, Germany 

corresponds 

November 2012 

Storage coriditions: 
Store at 2°-8°C. Protect from light. Do not freeze. Do 
not shake. 

Use Restrictions: 

Approval of Competent Authorities; 

Reterence I Amendment No_· 
Jssued by: 
Date or issue: 

Comments: 

Material for Germ any 

1102101 

Paul-Ehrlich-Institut, Langen 

24.09.2010 

SAPno,: 19115138 
CIC no.: 01167915 

1 hereby oertify !hat this batch compljas witn !he requirements of Art. 13.3 of Directive 2001I20/EC, 
The batch has been released for use in clinical studies in the EU by the Qualified Person of the Qualily Control and 
Assurance Department of Roche Pharma AG, Grenzach, Germany 
(Manufacturing License No.: DE_BW_01_MlA_2010_0074/DE_BW_01_Roche). 

Date of approval j 2. MAL 2011 

Re.co1d Reh::re,ic~ No: 11100420 

Approved by: 

Roche Phanna AG 
Dr. Jörg Simon Müller 

OualifäJd Ferson 
D-79639 Grenzach-Wyhlen 

documenl~r1!t spt02709.fliV1.0 

Seite 30146 
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Certificate of Compliance 

for lnvestiqational Medicinal Products 

Revised Version 

Study I Project Name: 

Study No: 

EudraCT No.: 

CertiOcate ol Release 

Bevacizumab / Capacetabine / lrinotecanhydrochlorid 3 H20 

ML22011 

2009-013099-38 GP Order No: 1000037301 

Dosag e form I content: vials 

Sire11g!l1 / Potency: 

Quanlily of packages: 

Date of\ssue: 

Customer name and addres,: 

Distributor name and address: 

Packa g Ing by: 

400 mg 116 ml 

50 boxes x 1 vial 

14-Jun-2011 

Batch No.: H0003B01 

Roche Pharma AG, Grenzach-Wyhlen, 
Germany 
GP Grenzach Produktions GmbH, Gre11zach­
Wyhlen, Germany 

Packagar nams, Departmant / Address: GP Grcnzach Produktions GmbH , Grenzach-Wyhlen, 
Germany 

Certilicate or Packaging: 

Certified Components: 

Ro-No.: 48 7 -66 46/F02 

Analysis No.: 

Manufacturer name or marke!ing authorization holder, 

Depmtment I Address: 

Certificate of Manufacturing: 

Use-by: 

Storage cond ilions: 

Use Restrictlons: 

Approval ol Competent Authorities: 

Reference / Amendment No.: 

lssued by: 

Date of issuc: 

Comments: 

corresponds 

Batch No.: 

27074985 

H0003801 

Roche Diagnostic GmbH, Sandhafer Slrnße, 
Mannheim, Gerrnany 

c<irresponds 

January 2011 
Store at 2'-S'C. Protect from light. Do nol freeze. Do 
not shake. 

Mate1ial for Germany 

1102101 
Paul-Ehrlich-Institut, Langen 

24.09.2010 

SAP No: 19115138 

1 hereby ce.tify that this batch complies wilh the requiremenls of Art. 13.3 ol DirecliYe 2001/20/EC. The batch has been released 
for use in clinical sludies in the EU by U1e Qualified Person of the Qualily Control and Assurance Oepartmenl of Roche Pharme 
AG, Grenzach, Germany (Manufacturing License No.: DE_BW _01_MIA_2011_0058/DE_BW _01_Roche Phanna). 

Date of approval: {,e(,,v;J~f.d,..:,;✓ 

'14. JUNI 2011 

Approved by: ~....,<T2___ 

Roche Phanna AG 
Dr. Ulrich Huth 

Oualifiod Person 
79639 Grnnzrich-Wyhlon 

-------------------------------------
Reco1d Refereoce No: 11~25611 <locumen:-ref: spl02TIJ98N1.0 Page 1 or1 
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~ 
Certificate of Compliance 

for lnvestigational Medicinal Products 

g.ertifi~.~~-~ ofRaj_~~§>~ 

Study / Project Name: Bevacizumab I Temozolomid / lrinotecanhydrochlorid 3 H2O 

Study No: ML22011 

EudraCT No.: 2009-013099-38 

Dosage form/ content: vials 

Slrength / Potency: 400 mg / 16 ml 

Quantity of packages: 50 boxes x 1 vial 

Date of issue: 15-Dec-2010 

Customer name and address: 

Distributor name and address: 

Packaging by: 

Packager name, Department / Address: 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-6646/F02 

Analysis No.: 

Manufacturer name or marketing aulhorization holder, 

Department / Address: 

Certificate of Manufacturing: 

GP Order No.: 1000037301 

Packaging Order No.: 1000037301 

Balch No.: H0003801 

Rache Pharma AG, Grenzach­
Wyhlen, Germany 

GP Grenzach Produktions 
GmbH, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH , 
Grenzach-Wyhlen, Germany 

corresponds 

Batch No.: 

27074985 

H0003B01 

Roche Diagnostic GmbH, Sandhofer 
Straße, Mannheim. Germany 

corresponds 

Reoord Rafera nce No: 10025610 document-ref: spl0270ll8N1.0 Page 1 of2 
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Use-by: 

Storage conditions: 

Use Restriclions: 

Approval of Competent Authorities: 

Reference / Amendmenl No.: 

lssued by: 

Date of issue: 

January 2011 

Store at 2•-s•c. Protect from light. Do not 
freeze. Do not shake. 
Material for Germany 

1102/01 

Paul-Ehrlich-Institut, Langen 

24.09.2010 

1 hereby certify that this batch complies with the requirements of Art. 13.3 of Directive 2001/20/EC. 
The batch has been released for use in clinical studies in the EU by the Qualified Person of the 
Quality Control and Assurance Department of Roche Pharma AG, Grenzach, Germany 
(Manufacturing License No.: DE_BW_01_MIA_2010_0074/DE_BW_01_Roche). 

Date of approval: ,., 

Record Reference No: 10025610 

Approved by: () ~fM;C_ 

dooomenl-ref: spt0270S8N1.0 

Seite 33146 
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Certificate of Compliance 

for lnvestigational Medicinal Products 

Revised Version 

Study / Project Name: 

Study No: 

EudraCT No,: 

CMificate of Release 

Bevacizumab / Capacetabine / !rinotecanhydrochlorid 3 H2O 

ML22011 

2009-013099-38 GP Order No: 1000037299 

Dosage form/ content: vials 

Strength / Potency: 

Quantily of packages: 

Date of issue: 

Cuslomer name and address: 

Distributor name and address: 

Packaging by: 

100 mg / 4 ml 

50 boxes x 1 vial 
14-Jun-2011 

Batch No.: H0003801 

Roche Pharma AG, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH, Grenzach­
Wyhlen, Germany 

Packager name, Department / Address: GP Grenzach Produktions GmbH, Grenzach-Wytilen, 
Germany 

Certificate of Packaging: 

Certified Components: 
Ro-No.: 487-6646/FO 1 

Analysis No.: 

Manufaclurer name or marketing aulhorizaJjon /iolder, 

Depa rtment I Address: 

Certlficate of Manufocturing: 

Use-by: 

Storage conditions: 

Use Re~triction~: 

Approval of Competent Authorities: 

Reference I Amendment No.: 

lssued by: 

Date of issue: 

Comments: 

corres po nds 

Batch No.: 

27075761 

H0003B0i 

Rache Oiagnostic GmbH, Sandhafer Straße, 
Mannheim, Germany 

corres po nds 

January 2011 

Store a1 Z'-s•c. Protect from light. Do not freeze. Do 
not shake. 

Material for Germany 

1102101 

Paul·Ehrlich-lnslitut. langen 
24.09.2010 

SAP No: 19115141 

1 hereby certify thal lhis ba\ch complies wilh the requiraments of Art. 13.3 of Directive 2001/20/EC. Ths balch has been released 
for use in clinical sludies in the EU by the Qualified Person of the Quality Contror an(! Assurance Department ol Roctie Pllarma 
AG, Grcnzach, Germany (Manufaciuring Ucense No.: DE_BW_01_MIA_2011_0058/DE_BW_01_Roche Pharma). 

Date of approval: (ef<e.,., i"e,✓ U,,, ::~ 

1 4. JUNI 2011 

Approved by .~ d2___ 

Rocne Phanna AG 
Dr. Ulrich Huth 

Ouafified Person 
796'H.l r, 

Uocum~11t-•rcLspto2709BN1.0 t., ., ,.,:r, '..'1,ilBJJ 
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~ 
Certificate of Compliance 

for lnvestigational Medicinal Products 

Certificate of Release 

Study / Project Name: Bevacizumab / Temozolomid / !rinotecanhydrochlorid 3 H2O 

Study No: ML22011 

EudraCT No.: 2009-013099-38 

Dosage form / content: vials 

Strength I Potency: 100 mg 14 ml 

Quantity of packages: 

Date of issue: 

50 boxes x 1 vial 

15-Dec-201 O 

Customer name and address: 

Distributor name and address: 

Packaging by: 

Packager name, Departmenl / Address: 

Certificale of Packaging: 

Certified Components: 

Ro-No.: 487-6646/F01 

Analysis No.: 

Manufaclurer name or marketing authorization holder, 

Department J Address: 

Certificate of Manufacturing: 

GP Order No.: 1000037299 

Packaging Order No.: 1000037299 

Batch No.: H0003B01 

Roche Pharma AG, Grenzach­
Wyhlen, Germany 

GP Grenzach Produktions 
GmbH, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH , 
Grenzach-Wyhlen, Germany 

corresponds 

Batch No.: 

27075761 

H0003801 

Rache Diagnoslic GmbH, Sandhafer 
Straße, Mannheim, Germany 

corresponds 

Reco1d Reierence No: 10025600 0ocument-ref: spl027098N1 .0 Page 1 of2 

Seite 35146 



Use-by: 

Storage condit!ons: 

Use Reslrictions: 

Approval of Competent Authorities: 

Reference / Amendment No.: 

lssued by: 

Date of issue: 

January 2011 

Store at 2°-8°C. Protect from light Do not 
freeze. Do not shake. 
Material for Germany 

1102/01 

Paul-Ehrlich-Institut, Langen 

24.09.2010 

1 hereby certify that this batch complies with the requirements of Art. 13.3 of Directive 2001/20/EC. 
The batch has been released for use in clinical studies in the EU by the Oualified Person of the 
Qualily Control and Assurance Department of Roche Pharma AG, Grenzach, Germany 
(Manufacturing License No.: DE_BW_01_MIA_2010_0074/DE_BW_01_Roche). 

Date of approval: Approved by: ({) Y'J~L-

Record Re ference No: 10025600 dQcumen\.ref: spt027098N1 .0 Paga2 ol 2 
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Certificate of Compliance 

for lnvestigational Medicinal Products 

Revised Version 

Study / Project Name: 

Sludy No: 

EudraCT No.: 

Ce,t:ficale ot Release 

Bevaclzumab I C;,pacetabine / lrinotecanhydrachlorid 3 H2O 

ML22011 

2009-013099-38 GP Ord$r No: 1000038459 

Dosage form/ content: vials 

Strength / Potency: 

Quantily of packages: 

Date of issue: 

Customer name and addre ss: 

Distributor n am e and address: 

Packaging by: 

400 rng / 16 ml 

186 l:ioxes x 1 vial 

14-Jun-2011 

Batch No.: H0015B03 

Roche Pharma AG, Grenzach-Wyhlen, 
Germany 

GP Gren1.ach Produktions GmbH, Grenzach­
Wyhlen, Germany 

Packager name. Deparlrnent / Address: GP Grenzach Produktions GmbH , Grenzach-Wyhlen, 
Gerrnany 

Certificate of PackEging: 

Certified Components: 

Ro-No.: 4 8 7 -fi64 6/F02 

Analysis No.: 

Manufacturer name or marketing authorizat'lon holder, 

Department I Address: 

Certificate of Manufacturing: 

corresponds 

Batch No.: 
27085659 

H0015B03 

Reche DiagnosUc GmbH, Sandhofer Straße, 
Mannheim, Germany 

corres ponds 

May 2012 

Storage comlilions: 
Store al 2'-B°C. Protecl from li,iht. Do not freeze. Do 
not shake. -

Use Reslrictions: 

Approval of Competent Authorltles: 

Reference / Amendment No.: 

lssued by: 

Date of issue: 

Commen\s: 

Material for Germany 

1102101 

Paul-Ehrlich-lnslitut, Langen 

40445 

SAP No; 19115138 

1 hareby cerlify !hat this batch complies wllh the requirements ot Art. 13.3 of Directive 2001/20/EC. The batch has been releaseo 
for use in clinical sludics in lhe EU by the Qualified Person of the Quality Control and Assurance Departmant of Rache Pharma 
AG, Grerizacl1, Germany (Manufacturing License No.: DE_BW_01_MIA_2011_0058/DE_BW_01_Roche Pharma). 

Date of approval: ( ,re ViSMc-~1i,,,.,) 

1 4. JUNI 2011 

Rewrd Re!e,e nte No: 110443'11 

Approved by:~ D 
Qoch;Pharifut..AG 

Dr. Ulrich Hutti 
Qua\1ficd Porson 

796..19 Grnnzach-WVhlon 

,i<x;umeot-rer: spt027008N1.0 
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~ 
Certificate of Compliance 

for lnvestigational Medicinal Products 
C?rttfis:~te of 8~1-~ase · 

Study / Project Name: Bevacizumab / Temozolomid / ltinotecanhydrochlorid 3 H20 

Study No; ML22011 

EudraCT No.: 2009-013099-38 

Dosage form / content: vials 

Strength / Potency: 400 mg / 16 ml 

Quantity of packages: 186 boxes x 1 vial 

Date of issue: 15-Dec-2010 

Cuslomer name and address: 

Distributor name and address: 

Packaging by: 

Packager name, Department / Address: 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-6646/FO2 

Analysis No.: 

Manufacturer name or marketing authorization holder, 

Department / Address: 

Certificate of Manufacturing: 

GP Order No.: 1000038459 

Packaging Order No.: 1000038459 

Batch No.: H0O15BO3 

Rache Pharma AG, Grenzach­
Wyhlen, Gerrnany 

GP Grenzach Produktions 
GmbH, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH , 
Grenzach-Wyhlen, Germany 

corresponds 

Batch No.: 

27085659 

H0015803 

Roche Diagnostic GmbH, Sandhofer 
Straße, Mannheim, Germany 

corresponds 

Record Reference No: <Record Ref> docurnent-ret spt027098N1 .O Page1 of2 
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Use-by: 

Storage condilions: 

Use Restrictions: 

Approval of Competent Authorities: 

Reference / Amendment No.: 

lssued by: 

Date of issue: 

May 2012 

Store at 2°-8°C. Protect from light. Do not 
freeze. Do not shake. 

Material for Gerrnany 

1102101 

Paul-Ehrlich-Institut, Langen 

24.09.2010 

1 hereby certify !hat this batch complies with ihe requirements of Art. 13.3 of Directive 2001/20/EC. 
The batch has been released for use in clinical studies in the EU by the Qualified Person of the 
Quality Control and Assurance Department of Roche Phaima AG, Grenzach, Germany 
(Manufacturing License No.: DE_BW_01_MIA_201 D_0074/DE_BW_01_Roche). 

Date of approval: f' .. (""" / l Approved by: ,, : , 1 )(- (Qd'S 
L ' ,, 'I (,1'1 ·, 1 / ,- r- , Ll· "l-C -' ,_ 

r. n 

Record Reference No: <RecordRef> document-ref: spt027098N1 .0 Page 2 of 2 
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Certificate of Compliance 

for l!Jvestigational Medicinal Products 

Revised Version 

Study I Project Name: 

SludyNo: 

EudraCT No.: 

Certificate of Release 

Bevacizumab / Capacetabine / lrinotecanhydrochlorid 3 H20 

ML22011 

2009-013099-38 GPOrder No: 1000038458 

Dosage form / content: vials 

Strength / Potency: 

Quantity of packages: 

Date of issue: 

Custom er nam e and add ress; 

Distributor name and address: 

Packa ging b y: 

100 mg 14 ml 

186 box"~ x 1 vial 

14-Jun-2011 

Batch No.: H0103B01 

Reche Pharma AG. Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions Gmbfl, Grenzach­
Wyhlen, Germany 

Packager name, Department I Address; GP Gmnzach Produktions GmbH. Gra11zach-Wyhlen. 
Germa11y 

Certiticate of Packaging: 

Certified Components: 

Ru-No.: 487-6646/F01 

Analysis No.: 

/vlanufacturer name or markeling authorization holdar, 
Departmenl I Address: 

Certi/icale of Manufacluring: 

Use-by: 

storage cond~ions: 

U se Restricti ons: 

Approval of Competent Authorities: 

Reference J Amendment No.: 

lssued by: 
Date of iss ue: 

Comrnents: 

correspund s 

Batch No.: 

27084208 

H0103B01 

Roche Oiagnostic GmbH, Sandhof er Straße, 
Mannheirn, Gennany 

carresponds 

February 2012 

Store at 2•-s0c. Prolect from light. Do not freeze. Do 
not shake. 

M ate1ial for Germa ny 

1102101 

Paul-Ehrlich-Institut, Langen 

40445 

SAP No: 1911514 

1 hereby certify that lhis batch complies wilh lhe requiremenls of Art. 13.3 of Directive 2001/20/EG The batch has baen released 
for u~e ir, clinicHI sludies in thc !:U by lhe Qualified Person of the Quality Control and Assurance Departrnent ol Roche Pliarma 
AG, Grenzach, Gerrnany (Manufacturing L;cen5,; No.: DE_BW_01_MIA_2011_0058/DE_BW_01_Roche PhDrma). 

Date ol approval: 1 4. JUNI 1Dll 
(~v,sM r/-e-.,:,riri,) 

Approved by: ~......,-- ..-1-? 
c7,;__,i:,~ V c_ 

Roche Pharma AG 
Dr. Ulrich Huth 

Qualifiod Person 
79639 Grcnzar.h-Wyh!en 

Record Referenoo No: 11044331 dooumenl-rei: spl02,G9&'V1.0 
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~ 
Certificate of Comptiance 

for lnvestigational Medicinal Products 
C('!t1ificate of Reiease 

Study I Project Name: Bevacizumab / Temozolomid / lrinotecanhydrochlorid 3 H20 

Study No: ML22011 

EudraCT No.: 2009-013099-38 

Dosage form / contenl: vials 

Strength / Potency: 100 mg / 4 ml 

Quantity cf packages: 186 boxes x 1 vial 

Date of issue: 15-Dec-2010 

Customer name and address: 

Distributor name and address: 

Packaging by: 

Packager name, Department / Address: 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-6646/F01 

Analysis No.: 

Manufacturer name or markeling authorization holder, 

Department / Address: 

Certificate of Manufacturing: 

GP Order No.: 1000038458 

Packaging Order No.: 1000038458 

Batch No.: H0103B01 

Roche Pharma AG, Grenzach­
Wyhlen, Germany 

GP Grenzach Produktions 
GmbH, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH, 
Grenzach-Wyhlen, Germany 

corresponds 

Batch No.: 

27084208 

H0103B01 

Reche Diagnostic GmbH, Sandhafer 
Straße, Mannheim, Germany 

corresponds 

Record Reference No: 1 0044330 documenl-ret spl027098N1 .0 Pa_ge 1 of 2 
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Use-by: 

Storage conditions: 

Use Restrictions: 

Approval of Competent Authorities: 

Reference / Amendment No.: 

lssued by: 

Date of issue: 

February 2012 

Store at 2·-a·c. Protect from light. Do not 
freeze. Oo not shake. 
Material for Germany 

1102/01 

Paul-Ehrlich-Institut, Langen 

24.09.2010 

1 hereby certify thal this balch complies wilh the requirements of Art. 13.3 of Directive 2001/20/EC. 
The batch has been released for use in clinical studies in the EU by the Qualified Person of the 
Quality Contra! and Assurance Department of Roche Pharma AG, Grenzach, Germany 
(Manufacturing license No.: DE_BW_01_MIA_2010_0074/OE_BW_01_Roche). 

Date of approval: 

11 1 

Record Reference No: 10044330 documenl-rer: spl027098N1 .o Page 2 of2 
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Certificate of Compliance 

for lnvestigational Medicinal Products 
Cerilficate of Release 

Study I P roject Name: 

Study No: 

Bevaclzumab I Temozolomid l lrinotecanhydrochlorid 3 H2O 

ML22011 

EudraCT No.: 2009-013099-38 

Dosage form I content: vials 

Strength / Potency: 

Quantity of packages: 

Date of issue: 

Customer name and address: 

Distributor name and address: 

Packaging by: 

400m9116 ml 

251 boxes x 1 vial 

11-May-2011 

Packager name. Departmenl I Address: 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-6646/F01 

Analysis No.: 

Manulacturer name or marketing authoriza\ion holder, 

Department / Address: 

Certificate of Manufacturing: 

Use-by: 

Slorage conditions: 

Use Restriclions: 

Approval of Competent Authorlties: 

Reference I Amendment No.: 

lssued by: 

Date of issue: 

Comments: 

GP Order No: 1000253515 

Balch No.: H0105B01 

Roche Pharma AG, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH, Grenzach­
\1\lyhlen, Germany 

GP Grenzach Produktions GmbH . Grenzach-Wyhlen, 
Germany 

corresponds 

Balch No.: 

27085512 

H0105B01 

Roche Diagnostic GmbH, Sandhofer Straße, 
Mannheim. Germany 

corre sponds 

May 2012 

Store at 2'-8°C. Prolect from light. Do nol freeze. Da 
not shake. 

Material for Germany 

110210·1 
Paul-EMich-lnstitu r La11gen Invalid 
24.09.2010 Replaccd by: A!(;/00 {j-,.f ;\ 

SAP 19115141 1 
J ' 

·- 1 

--- ------ - i f:::;,;-, cs-.2,o _,kt Ts;3n,1~0 4 

-- PTQP ReJcm;c, H.:-Jdie G-,-m-.,~-''i.:-·:j _ ___j_-i 
1 hereby ce1tify thatthis batch complies with the requirements of Art. 13.3 of Directive 2001120/EC. -----... 
The batch has been released for use in ciinical studies in lhe EU by the Quanfied Person of lhe Qualily Control and 
Assurance Department of Rache Pharma AG, Grenzach, Germany 
(Manufacturing License No.: DE_BW_01_MIA_2010_0074/DE_BW_01_Roche). 

Date of approval: 

Recard Referencel'b 11100410 

Approved by: 

Roche Pharma AG 
Dr. Jörg Simon Müller 

Qualifiod Person 
IJ.79639 Grenzach-Wyhlan 

documeat.;e(: ,l)lii27096N\.O 
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Certificate of Compliance 

for lnvestigational Medicinal Products 
Certmcate ol Release 

Revised Version 
Study / Project Name: Bevacizumab / Capacetabine / lrinotecanhydrochlorid 3 H2O 

Study No: 

EudraCT No.: 

Dosag e form / con le nt: 

Strenglh I Potency: 

Quantity of packages: 

Data of issue: 

Customer name and address: 

Distributor name and address: 

Packaging by: 

ML22011 

2009-013099-38 

vials 

100 mg 14ml 

251 boxes x 1 vial 

09-Jun-2011 

Packager name, Department / Address: 

Certificate of Packaging: 

Certified Components: 

Ro-No.: 487-6646/F01 

Analysis No.: 

Manufacturer name or marketing authorizalion holder, 

Department I Address: 

Certificale ol Manufacturing: 

Use-by: 

storage conditions: 

Use Restrictions: 

Approval of Competent Authorities: 

Reference / Amendmenl No.: 
lssued by: 

Date of issue: 

Commenls: 

Process Order No: 

SAP Material No 1 
SAP Batch ID: 

Batch No.: 

1000253515 

100025351{i 

H0105B01 

Roclle Pharma AG, Grenzach-Wyhlen, 
Germany 

GP Grenzach Produktions GmbH, Grenzach­
Wyhlen, Germany 

GP Gre,1zach ProdL1ktions GmbH . Grenzach-Wyhlen, 
Germany 
corresponds 

Batch No.: 

27085512 

H0105801 

Roche Diagnostic GmbH, Sandhofer Straße, 
Mannheim, Germany 

ccrresponds 

May 2012 

Store at 2'·B"C. Protect from light. Do not freeze. Do 
not shake. 
Material for Ge,many 

1"102/01 

Paul-EhrHch-lnstilut, Langen 

24.09.2010 

SAP19115141 

1 hereby certily thal this batch complies wilh 1he requirements of Art. '13.3 of Directive 2001120/EC. The batch has been release<l 
for use in clinical studTes in the EU by lhe Qualified Person of the Qualily Control and Assurance Department of Roche Pharma 
AG, Grenzach, Germany (Manufacluring License No.: DE_BW_01_MIA_2011_0058/DE_BW_01_Roche Pharma). 

Date of approval (revised version): 1 4. JUNI 2011 Approved by: 

'Je-~ 

R~ca,d Refe,eace No: 1·,1u0412 <locumer,t-rel: spl0270nl!IV1.U 
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Rochc Phamm AG 
Dr. Ulrich HU1h 

Qualifiod Person 
79639 GrenzHch-Wyhlen 
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Certificate of Compliance 

for lnvestigational Medicinal Products 
Certifical~ o_( R_elea.~~ .. __ 

Study I Project Name: 

Study No: 

Bevacizumab / Capacetabine / 1rino!ecanhydrochlorid 3 H20 

ML22011 

EudraCT No.: 

Dosage form I content: 

$trength / Polency: 

Quantity of packag es: 

Date ol issue: 

Customer name and ad dress: 

Distributor name and address: 

Packaging by: 

2009-013099-38 

vials 

400 mg 116ml 

300 boxes x 1 vial 

08-Dec-2011 

Packager name, Departinenl I Address: 

Certificate ol Packaging: 

Certified Components: 

Ro--No.: 487-6646/FOZ 
Analysis No.: 

Manufacturer name or markeling authorization holder, 

Department / Add ress: 

Certi!icate of Man ufacturi ng: 

Use-by: 

Storage condi!ions: 

Use Restrictions: 

Approval of Competent Authorltles: 

Reference / Amendmenl No.: 

lssued by: 

Date ol issue: 

Commenls: 

Process Order No: 

SAP Material No / 

SAP Batch ID: 

BalchNo.: 

100300717 

100300717 

H0127802 

Roche Pharma AG. Grenzach-Wyhlen. 
Germany 

GP Grenzacll Produktions GmbH, Grenzach­
Wyhlen, Germany 

GP Grenzach Produktions GmbH , Grenzach-Wyhlen, 
Germany 

corresponds 

Batch No.: 

27093267 
H0127802 

Roche Diagnostic GmbH, Sandhofer Straße, 
Mannheim, Germany 

corresponds 

April 2013 
Store at 2°-e•c. Proteci from light. Do not freeze. Do 
not shake. 
Material for Germany 

1102/01 

Poul-Ehrlich-lnstitut. Langen 
24.09.2010 

SAP No.: 19115138 

1 hereby cerliiy thal lhis ba1cl1 complies with 11\e requirement~ of Art. 13.3 of Direc\ive 2001120/EC. The batch has been released 
far use ir, clinical studies in lhe EU by the Qualified Person of the Quality Control and Assurance Department of Rache Pharma 
AG, Grenzach, Germaoy (Manufactunng License No.: DE __ BW •. 01_MIA_2011_00581DE_BW_01_Roche Pharma). 

Date of approval: n 6. HEZ l011 

Hecord Refurenco No·. 11176700 

Approved by: 

doc"ment-ref· spl0270~1Wl .o 
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ficd:e i=i.z.ma AG 
Dr. Oliver \);,ni~lewski 

Q 1ßi:\,('.(1 :'•:;<,'.On 
0-79H:t ':~; ,, 1.mch-Wyh!en 
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Certificate of Compliance 

for lnvestiqational Medicinal Products 
Certificale of Release 

Study I Project Name: 

Study No: 

Bevac:lzumab / Capacetabine / lrinotecanhydrochlorid 3 H2O 

ML22011 

EudraCT No.: 2009-013099-38 

Dosage form I content: vial s 

Strength / Potency: 

Quantity of packages: 

Date of issue: 

Customer narne and address: 

D is!ributor na me and add ress: 

Packaging by: 

400 mg 116ml 

120 boxes x 1 vial 

12-Mar-2013 

P acl<ager n ame, Department/ Address: 

Certificate of Packaging: 

Certmed C-Omponents: 

Ro-No.: 48 7 -6646/F02 

Analysis No.: 
Manufacturer name or marketing authorization holder, 
Department I Address: 

Certificate of Manufaclu ring: 

Use-by: 

Storage conditions: 

U se Restriciions: 

Comments: 

GP Order No: 1000435155 

Batch No.: B7100812 

Rache Pharrna AG, Grenzach-Wyhlen, 
Germany 
GP Grenzach Produktions GmbH, Grenzach­
Wyh!en, Germany 

GP Gre11Zach Produktions GmbH, Grenzach-Wyhlen, 
Germany 

corresponds 

Batch No.: 
07457513 

87100B12 

Reche Diagnostic GmbH, Sandhofer Straße, 
Mannheim, Gennany 

oorresponds 

April 2014 

Store at 2°-8'C. Protect frorn light Do not freeze. Do 
not shake, 

Materi11I for Germany 

SAP No.: 19115138 

CfC No.: 01265276 

1 hereby certify that this bat eh complies with the requirements ol Art. 13. 3 of Oirecllve 2001120/EC. The balch has been released 
ror use in olinical studies in lhe EU l)y the Qualified Person of the Qualtty COntrol and Assurance Department of Reche Phorma 
AG, Grenzach, Germany {Manufacturing Ucense No.: DE_BW_01_MIA_201 t_0056/DE_ßW_01_Roche Pharma), 

Date of a p prova 1: 
1 S MRl 7UU 

Record Referenoo No· 13234520 
V:IPQ\PQI\Pubüc\Ein9angshUcll\O-Pow~r_20101coc Slandard_VorsionS.dot 

Approved by: ~~ _ , 0._, /1 , 
'--" 7~LU.-tL . .;L 

!'all" t 011 
Vce;ion 3.0 
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