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AVAMAB Figure 1 Plot of Kaplan Meier Estimates for Survival in Study AVF2107g Table 5 Treatment Regimens in Study N016966 (mCRC) Of the 722 patients in the study, the majority of patients had HER2-negative disease (90%), with a small Table 12 Efficacy results for study BO17704 Table 15 Efficacy Results for Study BOL7705 +Investigator assessed GOG protocol-specified PFS analysis (neither censored for CA-125 progressions.
Trestmeet Srardag Dot Sehedale number of patients wilh unknown (8%) of confirmed HER2-positve status (2%), who had previously been nor censored for NPT prior to disease progression) with data cut-of date of 25 February,2010.
O 10 o reated with o unsuitable for more, 65% of patients h [Cisplatin/_Gemcitabine BO17705 #Relative to the control arm; stratified hazard rato.
AVAMAB is a biosimilar to AVASTIN. YOLFOXT | Dy | Bogwr VL toceived adivant chemetherapy including 195 prior axanes and 499 pior anthvacyciinee. Patents wih S Bevichiab TFN = Placebo 5 +One-sided log-rank p-value
o Leucovona ? . $
‘This medicinal product is subject to additional monitoring. This will allow quick identification of new safety FOLFOX.A4 central nervous system metastasis, including previously treated or resected brain lesions, were excluded. Cisplatin 15mgkg Bevacizumab . i::f,f,;';;p,::;:im: Zf;'i;'::‘;:;e,me
information. Healthcare professionals are asked to report any suspected adverse reactions. See section % In Study E2100, p: /Gemcitabine q 3 weeks “Number of Patients 32 327 .
Undesirable Effects for how to report adverse reactions, 08 4 4, treatment. X b 22 2 Overall survival analysis performed when approximately 46.9% of the patients had died.
Bevacizumsb [ Placebo  or sion. The patien were similar arms. The primary progression placebo Free Survival Median ) 102
Composition - Bevacizo free survival (st) ‘as assessed In addition, endpoint “Number of | 347 351 (months) Prespecified PFS analyses were conducted, all with a cut-off date of 29 September 2009. The results of
Eachmi. of concentrate contains 25 mgof bevacizumabe. g meb - was “The resuls o this study are presented in Table 9. Patients ~ these prespeciied analyses are as follows
e § o5 1 XELOX | Owlphin | TOmgar IVIE = Progression-Free Survival Hazard ratio [95% C1] 0,63 [052, 0.73] (p-value = 0.0001) *The prtocol speciied analysis ofinvestgator-assessed PFS (vthou censoring for CA-125 progression o
Each 16 ML vial contins 400 mg of bev . 3 = Table 9 Study E2100 Efficacy Results: Eligible Patients I Stedian (monts) |6 = = Rate (%) o non-protocol therapy [NPT]) shows a stratified hazard ratio of 0.71 (95% CI: 0.61-0.83, 1-sided log rank
ech 18mL il contles 400 ma ol bevadaneh, H = Copecibioe | 1000 g waltd | Capciabine ol bd Fo T wedks: G &1 T(p=0002) |63 p=0030D) Otfectizo Respexis Rote %) 0 Pl < 000) e CHBIS i Copasd i PP i ATedan PFS o1 0.4 o nine PP am
Shecial precautons for disposal and other nanding 4 XELOXF (L] Progression-free survival 975 [0.2.091] 022 (068052] - and 14.1 monihs in the CPB1S+
$ 044 Bevacizumab Placebo or | 73 mgkg IV 3090 | Day ], prior fo XELOX. q 3 weeks. wE Best Ovenall | 20.1% 34.1% 304% 0 306 + The primary analysis of mvesugalm assessed PFS (censoring for CA-125 progressions and NPT) shows,
- Bevacinumab mEn Response Rate * 0.0001 ($=0.0023 5 a stralified hazard ratio of 0.62 (95% CI: 0.52-0.75, 1-sided log-rank p-value < 0.0001) when CPB15+ is
[ Fiocouwnal: TV bohss imjection immedately. Sronn Paclitaxel | Pachtaxel/Bevacizu| Pachitaxel | Paclitaxel’Bevacizul o ) ) Response rate JLe% compared with CPP, with a median PFS of 12.0 months in the CPP arm and 18.2 months in the CPB15+
produced by DNA technology in Chinese Hamster Ovary cells. Y (0=354) (@=359) b enils Gaass s basline con g
0z | msb mb
The primary efficacy parameter of the trial was the duration of progression-free survival. In this study, there (a=368) (a=368) ] o e < The analysis of PFS as determined by the independent review committee (censoring for NPT) shows a
List of excipients. erall Survival
eheloee et R, were two primary objectives: to show that XELOX was non-inferior to FOLFOX-4 and to show that Medn PES | 58 4 53 13 FER] 13.6(p=04203) 134 (p=07613) - - stratified hazard ratio of 0.62 (95% CI: 0.50-0.77, 1-sided log rank p-value < 0.0001) when CPB1S+ is
nabasic Sodium phosphate monohydrate e BIFL+AVF Bevacizumab in combination with FOLFOX-4 or XELOX chemotherapy was superior to chemotherapy (months) 093[0.78. 1.11] 1.03 [0.86, 1.23] 213 - o [ 233 compared with CPP, with a median PFS of 13.1 in the CPP arm and 19.1 months in the CPB15+ arm.
lone. Both co-primary objectives were met: 0.91[0.76; 1.10] value 0. 33&)
Disodium Dnnsphale 00 al primary objf [TBER 55 31 3 . 70;
Pmysqma T T T T T i) Nonineroy of the XELOX-containing arms compared with the FOLFOX-4-cortaining ams in the HR (95%CD) | 0421(0343:0.516) 0483 (0.385: 0.607) 025567 PFS subgroup analyses by disease stage and debulking status are summarized in Table 18. These results
el wﬂle,,o,m‘ecm"s o 0 2 o in terms of ) and overall survival in the eligible. p-value 0.0001 <0.0001 Study JO25567 was a randomized, open-label, multi-center Phase Il study conducted in Japan to evaluate o explonat varate © - Dok selecton indicated. that the ol demonstrate robustness of the analysis of PFS as shown in Table 17,
& Duration of Surviving (Months) per-protocol population [ Response rates (for patients with measurable disease) the efficacy and safety of bevacizumab used in addition to erlotinib in patients with non squamous NSCLC \n exploraiory multivariate Cox regression moded using backward selection Indicated, that the following
| ii) Superiority of the Bevacizumab-containing arms versus the chemotherapy alone arms in the overall Evesiaaior Assceens R isemar with EGFR activating mutations who had not received prior systemic therapy for Stage IIB/IV or recurrent baseline prognostic factors were strongly associated with survival independent o treatment: gender, white Table 18 PFS* Results by Disease Stage and Debulking Status from Study GOG-0218 Randomized
Pharmaceutical Form - itor Assessment blood cell count, platelets, body weight loss in the 6 months prior to study entry, number of metastatic sites,
FL = rinotecan, 5-FU, Leucovorin p , platelets, body weig o y entry, . o
Concentrate for solution for infusion (sterile concentrate). Colourless to yellowish or brownish liquid with . N comparison was demonstrated in terms of progression-free survival in the ITT population (Table 6) lisease. patients stage Il optimally debulked diseased
Pt AVF=Bevacizumab Paclitaxel | Pachtaxel/ Paclitaxel | Paclitaxel/ The primary endpoint was progression-iree survival (PFS) based on independent review assessment sum of longest diameter of target lesions, Motzer score. Adjustment for these baseline factors resulted in a
Secondary P anslyses, besed an on sesment.hesedtespoase casesamenes,confimed e sgucent (@=273) | Bevacizu (@=243) | Bevaam Secondary endpoints included overall survival, response rate, disease control rate, duration treatment hazard raiio of 0.78 (95% CI [0.63;0.96], p = 0.0219). indicating & 22% reduction in the risk of CPP(n=219) | CPBI5S(=204) [ CPBIS+ (n
Pharmacological Properties Figure 2 Duration of Survival by Baseline Risk Factor in Study AVF2107g ly superior clinical benefit for ‘mab response, safety and Health Related Quality of Life based on the FACT-L (Functional Assessment of Cancer :‘ealh for pane(r::'m (:\s B‘EV“T.I‘“"“::: 4‘::”2 alfa-2a a;mlzolmpa‘ved‘tu IFI;: a\;arza arm. b duced the 216)
inety-seven (97) patients in the IFN alfa-2a arm and 131 patients in the Bevacizumab arm reduced the 2
Median (mo) the statistically significant benefit observed in ms pooled analysis. 6! 2 Therapy for Patients with Lung Cancer) questionnaire. pe
Pharmacodynamic ) I - o i . . _ (@=252) - (2=229) EGFR mutation status was datarmined for each patient pror to paiient screening and 154 patients were dose of IFN alfa-2a from 8 MIU to either 6 or 3 MIU, three times a week as pre-specified in the protocol Median PFS (months) | 124 143 175
nal andbadies and antbody drug conjugates, ATC cade: LOLFGOS bt e Soeairty Haza o o Table 6 Key efficacy results for the superiority analysis (ITT population, Study NO16366) o pts with 234 480 22 498 randomised to receive either erlotinib + bevacizumab [erlotinib 150 mg oral daily + bevacizumab (15 mgikg Dose-reduction of IFN alfa-2a did not appeat to affect the efficacy of the combination of Bevacizumab and 5% CT) 0.81(0.62.1.05) | 0.66(0.50.0.86)
3 Placet objective IV every 3 weeks]] or erlotinib monotherapy (150 mg oral daily until disease progression (PD) or unaccept- IFN alfa-2a, based on PFS event free rates over time, as shown by a sub-group analysis. The 131 patients Randomized patients with stage 111 suboptimally debulked disease®
AVASTIN Control ‘Endpoint (months) or or | P Value response. able toxicity. In the absence of PD, discontinuation of one component of study treatment in the eriotinib + in the Bevacizumab + IFN alfa-2a arm who reduced and maintained the IFN alfa-2a dose at 6 or 3 MIU —F—_'—LCPP( 3353) | CPBIS (=256) | CPBISF @ = |
. Mechanism of Action better better ox 5001 5001 did not lead to e other component of study treatment as specified in during the study, exhibited at 6, 12 and 18 months, PFS event free rates of 73, 52 and 21% respeciively, as. n=2: o= n =
Bevacizumab is a recombinant humanised monoclonal antibody that selectively binds to and neutralises the Age (yr) XELO> XELOX pvalue <0.0001 <0.0001 10 61, 43 and 17% in the total population of & b+ IFN alfa-2 242)
compared to 61, 43 and 17% in the total population of patients receiving Bevacizumal alfa-2a. 242,
» the study protocol. The effcacy results of the study are presented in table
bologc scivy o human vascular endothell growth factor (VEGP). Bevacizumab conains huran <0 35 158 28 080 <« . +Placebo @=701) | + Bevacizumab g = Median PFS (m-m) 101 109 139
framework regions with the complementarity-determining regions of a humanised murine antibody that binds 40-64 507 19.6 071 o (n=699) AVF2938
Vel val Table 13 Efficacy results for study J025567
10 VEGF. Bevacizumab is produced by recombinant DNA technology in a Chinese Hamster ovary mammali- 265 a7 18 22 08l —o= y etont TR g 4 y “This was a randomized, double-blind, phase I cinical study investigating Bevacizumab 10 mgkg in a 2 Hazard ratio (95% CT)* _ R 093(0.77.1.14) | 0.78(0.63.0.96)
an cell expression system and is purified by a process that includes specific viral inactivation and removal Sex p “Median PES*® £ & i weekly schedule with the same dose of Bevacizumab in combination with 150 mg daily erlotinib, in patients pamnh with stage sease
: ] 0.0023 Pactiogerk Eack Exlotinib + Bevacizumab, ly g daily . in p: stage |
Steps. Bevacizumab consists of 214 amino acids and has a molecular weight of approximately 149,000 Formmie pre] - b1 on —o-| u . I I x (7"'_3_263 p with metastatic clear cell RCC. A total of 104 patients were randomised to treatment in this study, 53 to CPP(n=153) | CPBIS (a=165) | CPBIS* (a =
atons. alo - G- Hazard o (975% | 083 (0.72-095) b’ 398 2635 - L0 matka 2w pus placebo and 51 10 Bevacizumab 10 mgka q2w plu eraiib 150 mg daiy, 165
Bevacizumab inhibits the binding of VEGF 1o s recepors, Ft-1 and KDR, on the surface of endothela el G0 peflormarics saive : FRema [ 03® 075 100 Tmonths) - - “The analyss of the primary endpoint showed no diference between he Bevacizumab  P1 arm and the s | v i 19
Neutralising the biologic activity of VEGF reduces the vascularisation of tumours, there by inibiting tumour 481 179 242 088 & CRERES Median Bevacizumab + Erl arm (median PFS 8.5 versus 9.9 months). Seven palients in each arm had an objective Median months| 2
wth. Administration of bevacizumab or its parental murine antibody to xenotransplant models of cancer X ¥ Y 7 Hazard Ratio (95% CT)* 0.90 (0.70. 1.1 0.64 (0.49, 0.82)
e mics resued i esnsive aniumour ey n uman canours. mehuing coon. breseh panerens . B == Nedim S @] 79 103 50001 HRpacn 0.54(036;0.9) response ool [ 2 ( )
and prostate. Metastatic disease progression was inhibited and microvascular permeabillty was reduced. ERAB0N SL prwTy Mok : teestiment] AVF35949 - Malignant Glioma (WHO Grade V) - Glioblastoma *Invesiigaor assessed GOG protocol-specified PFS analysis (neither censored for CA-125 progressions
Golen o 17 s o7 o Hazard ratio (97.5% | 063 (0.52-0.75) Study AVF3694g was a Phase Ill, multicentre, randomised, placebo controlled trial designed to evaluate the Overall Response Rate e I o AVF3708g nor censored for NPT prior to disease progression) with data cut-offdate of 25 February,2010
Il. Clinical efficacy ectum : - 4 ot efficacy and safety of Bevacizumab in combination with chemotherapy compared fo chemotherapy plus. Rate o o The efficacy and safety of Bevacizumab as treatment for patients with gioblastoma was studied in an “With gross residual disease.
Metastatic carcinoma of the colon or rectum (MCRC) Nuubevo‘l metastatic disease sites o e D 5% placebo as first-line treatment for patients with HER2-negative metastatic o locally recurrent breast cancer. p-value 04951 open-label, multicentre, randomised, non-comparative study (study AVF3708g). Patients in first or second 33.7% of the overall randomised patient population had Stage IlIB disease.
L The safey and effcacy of the recommended dose of Bevacizumab (5 mghko f body weight every two 206 179 05 075 io erall seaponae ! Chemotherepy wes chosan 8 the ivesigawy's dscretion e 1o randomization in a 2:1 ratio to receive . relapse after prior radiotherapy (completed at least 8 weeks prior lo receiving Bevacizumab) and temozoio- «Relative to the control amn
) In metastalic carcnoma of the colon of rectum were stuied n three randomized, acive controled L So7 148 f99 o2 o) plus. s placebo. The choices of chemotherapy Duration of Response (months) 03 I 133 mide, were randomized (1:1) to receive Bevacizumab (10mg/kg IV infusion every 2 weeks) or Bevacizumab
L clvmca\ trials in combination with K § d 199 212 0.0769 mcmnea capecitabine, taxane (protein- Imunﬂ paclitaxel, dncelaxel) and anthracycline-based agents Meduan plus irinotecan (125 mg/m? IV or 340 mg/m? IV for patients on enzyme-inducing anti-epileptic drugs every 2 BO17707 (ICON7)
- AVA M A B ‘combined with two chematheragy regimans: Dusaton of mefaatalc esngs (o) : (doxorubicin/ epirubici HR (95% CT) 0.68(0.43; 1.10) weeks) unil disease progression or unil unacceptable toxiciy. The primary endpoints of the study were 17707 was a Phase I, two arm, mulicenter, randomized, controlled, open-label study comparing the
+ AVF2107g: A weekly schedule of irinotecan/bolus 5- fluorouracilleucovorin (IFL regimen) for a total of 4 <12 760 157 199 071 O 0076103 mide, 5 fluorouracilfepirubicin/cyclophosphamide) given every three weeks maw). Bevacizumab or placebo p-value 0.118 6-month progression-free survival (PFS) and objective response rate (ORR) as assessed by an independent effect of adding Bevacizumab to carboplatin plus pacitaxel in patients with FIGO stage | of 1A ‘Gmde 3or
= Bevacizumab weeks of each 6 week cycle. 22 e L 245 029 g was administered at a dose of 15 m/kg G3w. m,,,, Control Rate review facilty (IRF). Other outcome measures were duration of PFS, duration of response and overall clear cell histology only; n = 142), or FIGO stage IIB - IV (all grades and all histological types, n = 1386)
2t 1 + AVFO780g: In combination with bolus 5-fluorouracilleucovorin (5-FUILV) for a total of 6 weeks of each 8 oz o ] 3 + Overall survival analysis at clinical cut-off 31 January 2007 ‘This study included a blinded treatment phase, an optional open-iabel post-progression phase, and a 88,39 98.7% survival. Restilts of the study are summarised in Table 16. epithelial ovarian, fallopian tube or primary peritoneal cancer following surgery.
l 8 ol week cycle (Roswell Park regimen) 4 *+Primary analysis al clnical cut-off 31 January 2006 survival folow-up phase. During the biinded treatment phese. patients received chemotnerapy and study , 00177 Patients who had received prior therapy with bevacizumab or prior systemic anticancer therapy for ovarian
< o ﬁ Forniaion + AVF2192g: In combination with bolus 5-fluorouracilleucovorin (5-FUILV) for a total of 6 weeks of each 8 Overall hazard ©relative 1o control am drug (Bevacizumab or placebo) every 3 weeks uniil disease progression, treatment-limiting toxicity, or . Table 16 Efficacy Results from Study AVE3708g cancer (e.g. chemotherapy, monoclonal antibody therapy. tyrosine Kinase inhibitor therapy, or hormonal
4 = week-cycle (Roswel Park regimen) in patients who were not optimal candidates for first-line irinotecan ratio=066 death. On documented disease progression, patients who entered the opiional apen-iabel phase could Onnll Survival® (months) Iherapy) ot previous radictherapy 10 the abdomen of pelvis were excluded from the study. A total of 1528
3 weaiment 1= interval: IFL = iinotecan/s-fuorouracieucovorin. In the FOLFOX treatment subgroup, the median PFS was 8.6 months in placebo and 9.4 months in receve openabel Sovacizuma (ogether wiha ide langealsenohnﬂ \wne‘he;av-es N N Median R Bevacizumab | Bevacizumab + patients were randomized in equal proportions to the following two ams:
. A Three additional studies with Bevacizumab have been conducted in mCRC patients: fist-ine (NO16966), Hazard ratio < 1 indicates a lower hazard of death in the IFL + Bevacizumab am compared with the IFL + bevaciunab wesed padets, HR = 0355, 87546 G = [073  L08J i = 0071t cartsponeing Sttital anlyses were perormed indspandeniy for 1) patens who ecsived capciabine n comination HR (95% CT) 1.04(0.61-1.77) Irinotecan + CP arm: Carboplatin (AUC 6) and paciitaxel (175 g/ for 6 cycles of 3 weeks duration
- x KALBE e with s o ¥ (£9200). and o P " E , placebo am. Size of circle is proportional to the number of patients in the subgroup. results in the XELOX treatment subgroup being 7.4 vs. 9.3 months, HR = 0.7, 97.5 .63 ; 0.94]; vith Bevacizumab or placebo; 2) patients who received p-value 0.8926 Number of |5 2 + CPB7.5+ arm: Carboplatin (AUC 6) and paclitaxel (175 mg/m?) for 6 cycles of 3 weeks plus Bevacizumab
= second-ine with no previous Bevacizumab treatment (E3200), and second-line wit previous Bevacizumal Conidence ntenal 1 maicated by the horizontal e pvalue = 0.0026. The median overall sunvival was 20.3 months in placebo and 21.2 L nt bwam“mb in combination with Bevacizumab or placebo. The primary endpoml ot e study was PFS by investigator s etols P:“"“': (75 mgfkg q3w) for up to 12 months. s started at cycle 2 of if treatment was
"ZEN;" {olowing disease progression n firstiine (MLL8147). In these < ;“E’;:J Do v Ut patents i e FOLFOX reatment subroup, HR=0.94,97 5% G = (075  116] - vlue = 04937, ssesament i addion, he prnary endpin wes 150 25essed by an ndependent v comiee — 1y endpoints iniiated within 4 weeks of surgery or at cycle 1 if ireatment was initiated more than 4 weeks afier surgery).
administered at the following dosing regimens, in combination wi capian) an e (RO ™ w7 = e K
in Combination with 5-FULV C} for the First-Line Treatment of Metastatic results in the XELOX, t g 16.5ve. 2.4 mombe, HA - G-month progression-free surviv 2.6% o
L Jipatiny, and and receiving any study treatment .
an Carcinoma of the Colon or Restum In patients who were not optimal CI=[0.68 ; 1.04]; p-value = 0.0698, The resuls of this study from the final protocol defined analyses for progression free survival and response i ebpendont rotocol-defined primary analyss) (97.5% CT) (29.6%, 55.5%) | (36.8%, 63.9% The majoriy of patients included in the siudy were White (96%), the median age was 57 years in both
. NOJBQEE Bevacizumab 7.5 mglkg of body weight every 3 weeks in combination with oral capecitabine rates for the independently powered capecitabine cohort of Study AVF3694g are presented in Table 10. lepen eview (protoct treatment arms, 25% of patients in each treatment arm of age or over, and
candidates for first-line irinotecan reatment (AVF2192g): “Exploratory analysis; O updated analyss at clinical cut-off on Nov 2014, appros. 35% patient had died and 05 is Objective Response Rate (97.5%CI) | 282% (185%. | 378 (26,57 g o o :
and intravenous oxaliplatin (XELOX) or Bevacizumab 5 mg/kg every 2 weeks in combination with leucovorin ECOG E3200 Results from an exploratory overall survival analysis which include an additional 7 months of follow-up ) 28.2% ¥ o 26.5%, of patients had an ECOG PS of 1; 7% of patients in each treatment arm had an ECOG PS of 2. The majority.
plus 5-fiuorouracil bolus, followed by 5-fluorouracil infusion, with intravenous oxaliplatin (FOLFOX-4). This was a phase Il randomized, double-biind, active-controlled clinical tial investigating Bevacizumab in (approximately 46% of patients had died) are also presented. The percentage of patients who received therefore considered immature. 40.3%) 50.8%) A ‘ > i
397V g P E3200: Bovacizumab 10 malka of body \weight every 2 seeks in combination with leueovern and & fluoro- combination with 5-FUlLeucovarin as firstline treatment for metastatic colorectal cancer in patients who This was a phase Ill randomised, 1, confidence nterval; HR, Hazard ratio from unstratified Cox regression analysis; NR, not reached: of patients had EOC (87.7%) followed by PPC (6.9%) and FTC (3.7%) or a mixture of the three origins
o) e "‘ oy e ”@ a9 IY' igl Ih’y . il FOLFO‘;( iy , were not optimal candidates for first-iine irinotecan treatment, Patients had to be either more susceptible to combination with leucovorin with 5-fluorouraci bolus and then 5- ﬂuomuraml mmsmna\ with IV oxaliplatin Bevacizumab in the open-label phase was 62.1% in the capecitabine + placebo arm and 49.9% in the Secondary endpoints (1.7%). Most patients were FIGO Stage Ill (both 68%) followed by FIGO Stage IV (13% and 14%), FIGO
z uracil bolus, followed by 5-fuorouracil infusion, with intravenous oxalplatin -4) in Bevacizumal B
3 : urci bols e by plain ) it oy 55 oo, i ooy o pos o ) o o Tk o et fom  (FOLEOXD) ' sdniisred an s Zmsdy S i sl sl patens s ) iy <S0oHabe Beiazuna am 1t open bl sty JO55E, et Rt ity o e (L) s asesed by te FACT-L ot an i e e g 04 G0 T34) 100 Stge 9545145 The mry v etens n cch vt
" ifinotecan treatment (PS 2 1, baseline albumin < 3.5 g/dl) in order to be eligible for enrolment, One hundred advanced colorecal cancer. I the chemotherapy arms, the FOLFOX-4 regimen used the same doses ani . outcome index (TOI uncncer oo FACT.L lung cancer M 95, 42(29.58 56(44.62 an poorly differeniated (Grade 3) primary tumors at baseline. The incidence of eacl
g 2w 8 uosnu o3 u MLLB147: Bovacizumab 50 mglkg of body weight every 2 weeks or Bevacizumab 7.6 mgkg of body and five patients were randomized to 5-FUILV + placebo arm and 104 patients randomized to 5-FUILV schedule as shown in Table 5 for Study NO16966. The primary efficacy parameter of the trial was overall fable 10 Elleacy resuls for study AVF3694g: — Capecitabine: and BevacizumablPlacebo (Cap + (LCS). During both treatment arms. OIRS @958 (44,62 histologic sub type of EOC was similar between the treatment arms; 69% of patients in each treatment arm
weight every 3 weeks in com in evacizumal - :
g E o oEes pauims i disense progresion (oloming e ine tentment v Bevecisumat Uee. of Hoteean. or Bevacizumab (5 mlkg every 2 weeks). All reaiments were continued unii disease progression. The overall surval defined as he ime fn randonizaton (0 deah fom any cause. Eight hundred and wwentynine ) Tt were s cicaty mésnigildfrencs i o FACTL WGt cservd netweenie tv trcsmens . O Durstien of  objective. Tesponse had serous adenocarcinoma histologic type. The primery endpoint was PFS as assessed by the investigatr
£ regimen firstuine usage of ether oxalipatn or inotecan. 1 years; 28.2% of patients had an ECOG performance status of 0, 65.1% had a value of 1 and palients were andomised (202 FOLFOX4, 293 Bevacizumab + FOLFOX-4 and Progression-fiee surival” note, patients in the erlotinib + bevacizumab arm were treated for a longer duration and received ntravenous (months) 56(30.58) 4342 using RECIST crteria
—H gqewnzioeaaq 6.7% had a value of 2. The addition of Bevacizumab 5 mglkg every two weeks to 5-FUILV resutted in higher Fanberapy. T aiion o Gevaumat t FOLFO. resued n sl igniseant roonaaion of bevacizumab 25 opposed o oral erotinlb menatherapy in the control Median (95% The trial met its primary objecive of PFS improvement, Compared to patients ireated with chemotherapy
—H y with Hinotecan, and Leucovorin (FL) for Firstiine objective response rates, significantly longer progression-free survival, and a trend in longer suvival, of survival. Statistically significant improvements in progression-free survival and objective response rate RC Ovecil SarvHel (aeaiD (carboplatin and paciitaxel) alone in the front-line setting, patients who received bevacizumab at a dose of
8\ ,W\ '/\\ / Trentmont of Metactatie Catcimom of the colon o1 Reetum (AVE107) compared with 5-FUILV chemotherapy alone (see Table 3). These efficacy data were consistent with the were also observed (see Table 7). Cap~Pl Cap = Cap+Pl | Cap ~+ Y025404 (BEYOND) by ““(95_ D o 93(82.%) 8878, 7.5 mgfkg q3w in combination with chemotherapy and continued to receive bevacizumab for up to 18 cycles.
= This was a phase 11l randomized. double-blind, active-controlled clinical trial evaluating Bevacizumab in results observed in studies AVF2107g and AVF0780g (0=206) Bevaciz (0=206) | Bevacizu Study Y025404 was a randomized, double-blind, placebo controlled, multicenter Phase Il study of bevacizumab J had a sla"smlﬂly swn::;nam improvement in PFS. The results of this study
combination with IFL as first line treatment for metastatic carcinoma of the colonor rectum. Eight Table 7 Efficacy Results for Study £3200 umab yoth used in addition to carboplatin and pactitaxel (CP) chemotherapy in Chinese patients with unresactable, advanced, ORR was determined using modified MacDonald crieria are summarized in Table 19,
Table 3 Treatment Regimens in Study AVF2192g metastatic or recurrent non-squamous NSCLC who had not received prior chemotherapy for advanced disease. The “Upper limit of the confid terval could not be obtained
— s wers andanized t receive IFL+ paceba (A 1) o IFL + Bevasizumab (5 mok 5 =409’ 0=409] Jpper limit of the confidence interval could not be obaine . u "
P e o v g e Lt G ) 1 B € 1ok B — —— L — S N = W — = s S ottt o e T A ——
{arm 3 Enroiment 1t A 3 was disconinucd, a pre-spedied, ance safety of Bevaczumab wi the 1FL e sctiig Dese ied - cbiective response. The mejority basel o . Progression-free survival
regimen was established and considered acceptable. Al treatments were continued until disease progres- Am | 54 500 mgnr 1v. Given once weekly for 6 weeks of 8- Bevacizumab® Hazard ratio vs placebo am | 0.69 (0.56; 0.84) 0.68 (0.54; 0.86) Patients were randomized to CP (carboplatin AUC = 6.0 and padlitaxel 175 mg/m?, bath by IV infusion) on day 1 of were able (o “The majority of patients 7 SATY I
sion. The overall mean age was 59.4 years; 56.6% of patients had an ECOG performance status of 0,43% 1 peienmariy 500 mg/mr’i v weeks cycle Number of Patients 392 293 (95% CT) every 3-week cycle for p to 6 cycles or CP in combination with bevacizumab at a dose of 15 mg/kg IV infusion on experiencing an objective response or prolonged PFS (at week 24) were able to maintain of improve their CP (n =764) | CPB75+ (n=764)
had a value of 1 and 0.4% had a value of 2. 15.5% had received prior radiotherapy and 28.4% prior > Overall Survival 0.0002 0.0011 day 1 of every 3wk cyle. After completion of six yces of CP 3py or upon premature ction at the time of response and at week 24, respectively, compared to baseline. The Median PFS (months) * | 169 193
Chemotherapy. Placebo v Every 2 weeks - s B K . - e to laceb 1 I weeks majority of patients that remained in the study and were progression free at 24 weeks, had a Karnofsky Hazard ratio [95% C1] © | 0.86[0.750.9] (p-value = 0.0185)
Am | SFiorouaal 500 mgr i Given once weekly for 6 weeks of 8- L = unm disease progressvon or unacceptable toxicity. performance status (KPS) that remained stable. = ; d
Table 1 Treatment Regimens in Study AVF2107g 2 Teucovosin 500 mg/m? i v weeks cycle 95% confidence interval | 10.12-1186 [1205-14.03 Cap = Pl (u=161) Cap + Bevacizumab Study results show that 78% (107/138) of patients in the bevacizumab-containing treatment arm went on to Objective Response Rate
T = i BT Fren T Hazard ratio® [ 0,731 (p-value = 0.0012) (0=325) receive single agent bevacizumab at cycle 7, and 57% (78/138) of patients in the placebo-containing arm went on Epithelial Ovarian, Fallopian Tube and Primary Peritoneal Cancer CP (n=277) [ CPB7.5+ (n=272)
reatment Starting Dose hed Bevacizumal mgkg Lv. very 2 weeks o - 8 334 7.The Frontine Ovarian Cancer
Progression-Free Survival ! . Response rate 34.9% 64.7%
Am | innotecan 125 mg/m’iv__| Given once weekly for 4 weeks every S-Fluorouracil: 1.v. bolus (slow push) 1 hour after wnitiation of the 2-hour leucovorin oY oaihs) 33 73 00097 The safety and efficacy of Bevacizumab in the front-ine treatment of patients with epithelial ovarian, & l‘m So18E -
13 LY Y 3 Table 14 Efficacy Results for study YO25404 fallopian tube or primary peritoneal cancer were studied in two phase Il trials (GOG- 0218 and BO17707) Ve
1 S00mgim’ iy | 6w mfusion. G primary p o 0158)
30 m;f‘nr o Leucovonin: i-v. silbeson over 2 fiows. Hazard ratio [ 0518 (p-value = 0.0001) that evaluated the efect of the addiion of Bevacizumab to carboplatin and paciitaxel compared to the Overall Survival "
B s S ETRETTe Objective Response Rate 0.88 (0.69. 1.13) chemotherapy regimen alone. = T
2 e 7 —_— I I 2 Abal A i = { 2?(.. 764) | rc\;'ms (n=1764)
oLy i h 5-FUILV for the First-Line Treatment of Metastatic ledian (mont! Not reached ot reached
Am | Innotecan 25 mg/m v Given once weekly for 4 weeks every " i value =0.0001 G0G-0218
ch Mol S ngatly ] 6 y Carcinoma of the Colon or Rectum (AVF0780g): [ v 0.0001) +1000 m/m? oral twice daily for 14 days administered every 3 weeks 5 7 : The GOG-0218 study was a phase Ill multicenter, randomized, double-blind, placebo- controlled, three arm Hazard ratio (95% C1] | 0.85 [0.70. 1.04] (p-value = 0.1167)
L= oo This was a phase Il randomized, active-controlled, open-labelled cinical trial investigating Bevacizumab in R i » Stratfied analysis included all progression and death events except those where non-protocol therapy Carboplatin/ Carboplatin/ Study evaluating the effect of adding Bevacizumab to an approved chemotheray n (carboplatin and
Lo e - combination with 5-FUILV as first atment of met colorectal cancer Seventy-one patients were R B (NPT) was initiated prior to documented progression; data from those patients were censored at the last Paclitaxel + | Paclitaxel + paciitaxel) in patients with advanced (FIGO stages IIIB, IIC and V) epithelial ovarian, fallopian tube o *In patients with measurable disease at baseline.
vacizumab mgkgiv Every 2 weeks randomized to receive bolus 5-FUILV or 5-FUILV + Bevacizumab (5 mg/kg every 2 weeks). A third group of elative to control am tumor assessment prior (o starting NPT. lacibo B % b primary peritoneal cancer. 2Investigator assessed PFS analysis with data cut-off date of 30 November 2010.
s v = 33 patients received bolus 5-FUILV + Bevacizumab (10 mgikg every 2 weeks). Patients were treated unti acel evacizuma Paiients who had d prior th th b ab . i therapy f *Explorat tely 25% of patients died.
survival. The aditon of Smglkg every two weeks of Bevacizumab to 5-FUILV resuled in higher objective Bevacizumab monotherapy compared to patlents treated with FOLFOX-4. Progression-free sunvival and therapy prior to disease progression. The results of these analyses were very similar (0 the primary PFS > a therapy) or previous radiotherapy 1o the abdomen or pelvis were excluded from the study. The primary analysis of invesigator-assessed PFS with a data cut-off date of 28 February 2010 shows an
Bevacizumab Smgkgiv Every 2 weeks response rates, longer progression-free survival, and a trend in longer survival, compared with 5-FUILV. objective response rate were inferior in the Bevacizumab monotherapy am compared to the FOLFOX-4 resuls, weeks unstratified hazard ratio of 0.79 (95% CI: 0.68-0.91, 2-sided log-rank p-value 0.0010) with a median PFS of
S-Fiuorouracil: i.v. bolus injection immediately after leucovorin chemotherapy alone (see Table 4). This efficacy data is consistent with the results from study AVF2107g. ::C;;Ti:.iﬁ‘;.'e[:e:f;ﬁ:'.“;befﬁ:aﬁz‘i:;L"n:::z‘sa;ffffﬁzmﬁ :i‘:’::‘sﬂ"s"’“ were exposed to Number of Patients 138 138 Atotal of 1873 patients were randomized in equal proportions to the following three arms: 16.0 months in the CP arm and 18.3 months in the CPB7.5+ arm. PFS subgroup analyses by disease stage
Leucovortn: 1v. bolus ijection (over I — 2 minutes) tmmediately after each trinotecan The efficacy data from studies AVF0780g and AVF2192g investigating Bevacizumab in combination with i i k ini Non-small cell lung cancer (NSCLC) P am: Five cycles of placebo (started cycle 2) in combination with carboplatin (AUC 6) and pacliaxel and debulking status are summarized in Table 20. These results demonsirate robustness of the primary
doce N 5-FUIFA chemotherapy are summarised in Table 4. The safety and efficacy of Bevacizumab, in addiion to platinum based chemotherapy, in the first- line Progression-Free (175 mo/m?) for 6 cycles followed by placebo alone, for a total of up to 15 monihs of therapy analysis of PFS as shown in Table 19.
ML18147 treatment of patients with non squamous non-small cell lung cancer (NSCLC), was investigated in studies 5 + CPB15 arm: Five cycles of Bevacizumab (15 mg/kg q3w started cycle 2) in combination with carboplatin
Table 4 Efficacy Results from Studies AVF0780g and AVF2192g This was a Phase Il randomized, conirolled. open-label trial investigating Bevacizumab 5.0 malkg every 2 £4599 and BO17704. An overall survival beneft has been demonstrated in study E4599 with a 15 Survival (AUC 6) and paciitaxel (175 mgim? for 6 cycles followed by placebo alone, for a total of up to 15 months of Table 20 PFS* Results by Disease Stage and Debulking Status from Study BO17707 (ICON7)
The primary efficacy parameter of the tial was duration of sunival weeks or 7.5 mglkg every 3 weeks in combination with fiuoropyrimidine-based chemotherapy versus mgfkgia3wk dose of bevacizumab. Study BO17704 has demonstrated that both 7.5 mg/kg/q3wk and 15 3 B therapy Randomized patients stage Iil optimally debulked disease **
The addition of Bevacizumab to IFL resulted in a slansncaHy significant increase in nveraH sunival (see AVE 0780z fluoropyrimidine-based chemotherapy alone in patients with mCRC who have progressed on a first-line IUKG/a0uk bevacrumal doses Icrease progression e survval and espanse rate. bue o he shor Median (months) 6.5 9.2 CPBi5+ am: Five oycles of Bevacizumab (15 mkg g3 started cycle 2)in combination with carboplatin
Table 2 and Figure 1 for details). The clinical bene oy o v TR Bevacizumab-containin . ! " o .
€] SFU + 'g regimen. u WL i wy in ove urvi ) - =
Seen n el g apeitd pateft Suboupe, oiing oss deBned by s S peoTance S, =l Bl e -5 e Patints wih histologealy confmed mCRC and isease progression ere rardonize -1 within 3 months Surauen O 010wupin study BOLT704 10 conclusionscan b crawn rearcng abenelt noveral surnvel ) (AUC & and ol (178 moym) o  ycles ol by ot se of Bevaizumad (19 mokg @21) RV s e e
location of pAmery tumour, number of organs imvolved, and duration of metastati disease (see Figure 2), Bevacizuma | Bevacizuma b after discontinuation of Bevacizumab first-ine therapy to receive fluoropyrimidine/oxaliplatn or fluoropyrimi- g g - Hazard ratio 0.4 (p=0.0001) ol
The efficac, Its of B b bi h IFL chemoth displayed in Table 2 and ] as first-iine treatment of patients with locally advanced (stage Iilb with malignant pleural effusion), metastatic Hazard ratio (95% CD) * 0.89 (0.74.1.07)
y resuls of Bevacizumab in combination with IFL chemotherapy are displayed in Table 2 ant b depending on with or % o ¥
or recurrent NSCLC other than predominantly squamous cell histolog 2 The majority of patients included in the study were White (87% in all three arms); the median age was 60
Figure 1 (Kaplan Meier plot for duration of survival), [Number of Patieats | 36 35 33 105 03 h T i di bl Thi P 'y sq 0) ° .=, 0.
Neber o ithou Bovaczumab, Tieamontwas iven unil progcssve dsease o unacceptale orcy. ThebIMaN  pajent were andomized o lainum basedchemotherapy (paciane 200 mgin’ and carbolan AUC years in CPP and CPB15 ams and 59 years in CPB15+ arm; and 29% of patients in CPP or CPBIS and patients with stage 111 suboptimally debulked disease”
[Overall Survival u ization u
6.0, both by IV infusion) (PC) on day 1 of I cycle for up 1o 6 cycles or PC in combination with ; 26% in CPB15+ were over 65 years of age. Overall approximately 50% of patients had a GOG PS of 0 at = -
Table 2 Efficacy Resuls for Study AVF2107g > e T T L) % po were randomized. The addilion of Bevacizumab o fluoropyimidine-based chemother- oth by IV infusion) (PC) on day 1 of every 3-week cycle for up to 6 cycles or PC in combination wi Overall Response A o o (e ” CP(a=159 CPBY.5+ (n = 140)
= = ited i i " " | h mMCRC who h " Be\/aclzumab at a dnse of 15 mg/kg IV infusion day 1 of every 3- week cycle. After completion of six cycles = baseline, 43% a GOG PS score of 1, and 7% a GOG PS score of 2. Most patients had EOC (82% in CPP Median PFS (months) 101 16.
AVEI0E 5%  Confidence 1035 - | B& - 2y resulte "é 2 tatsrally signifcant prolongatlon of sunival In palents with mCRC who have progresse of or upon premature of patients on the Rate* 26.3 544 and CPB15, 85%in CPB15+) fllowed by PPC (16% in CPP, 15%in CPB5, 13%in CPBLS+) and FTC (1% b ey 0610 o
i o Taserval 1695 19.32 ona irstline Bevacizumab-containing regimen (i ) (see Table 8). Bevacizumab + calhoplam-pat,hmxel arm continued 1o receive Bevacizumab as a single agent every 3 in CPP, 3%n CPBI5, 2%in CPB15+). The majorty of patients had serous adenocarcinoma histologic type (95% CI)’ 0.52.087)
Al A2 [Hazadisio < 37 10T %) weeks untl disease progression. 878 patients were randomised to the two arms. (85% in CPP and CPB15, 86% in CPB15+). Overall approximately 34% of patients were FIGO Stage Il patients with stage IV disease
+ Placebo) + Bevacizumal 4 ]
i e fm‘- ) g’- Eacinal) [pmme 5075 (23 018 Table 8 Efficacy Results for Study ML18147 Dung e sty of o paets who eceed ol reamen. 5225 1361422 of patons ot 712 Rate (percent) (p<0.0001) optimaly debulked with gross residualdisease, 40% Stage Il sub-optmally debulked, and 26% were Stage
of Patients 2 7 administrations of Bevacizumab and 21.1% (89/422) of patients received 13 or = IV patents. CP(m=97) CPB7.5+ (n=104)
3 Progrecaon Free MLISIY, minist » - T =
E Overall Survival Survival The primary endpcit was duraion of suival Resuls are presenied in Tabie 11 Overall Survival The primary endpoint was PFS based on Investigator's assessment of disease progression based on Median PFS (months) 101 135
g Mo (outi) =% 53 T — = oD 7] 5 5 fluoropyrimidineirinotecan Median (months) 177 243 radiological scans or CA 125 levels, or symptomatic deterioration per protocol. In addition, a prespecified 8 Ratio (95% CT* 0.74(0.55. 1.0
0. - i 4 Hazard Ratio (95% C1)’ 4 (0.5, 1.01)
559 confidence — —; [Huadnto LES) L 33 or Table 11 Efficacy results for study E4599 analysis of the data censoring for CA-125 progression events was conducted, as well as an independent
% e interval HD-16% 1846-2418 [yaiee = T B TT0T fluoropyrimidine/cxaliplatin yr review of PFS as determined by radiological scans.
Hazard ratio” 0.660 — — based chemotherapy Arm m 2 - The trial met its primary objective of PFS improvement. Compared to patients treated with chemotherapy * Investigator assessed PFS analysis with data cut-off date of 30 November 2010.
[vae 00063 Tt e bucdchemudicragy ~Bex Carboplatia/ | Carboplatin’ Paclitasel + Bevacizumab 15 Hazard catio 0.68 (p=0.0154) (Corbepiain and pAchixE) sone I he. Tonine S, temts who recehid bosacsumab o & dossof W ar wihout rcs escua s
Progression-Free Survival y 3 ) Rl v 23 Patieats | 310 309 itaxel mg/kgq 3 weeks 95%CT (0.50, 0.93) 15 mglkg q3w in combination with chemotherapy and continued 10 receive bevacizumab alone (CPB15+), #5.8% of the overall randomized patient population had Stage I8 disease.
S = = had a clinically ful and statistically PFS. *Relative to the control am.
5
Miedian (monts) [ 106 9 el | 70 535 | 2e4-578 | 117-426 | 92.39 | 181.356 Useead 5"‘" S ) U — In patents who oy receed bovacizumaly i combinaton wih chemotherapy and did not continue 1o
Hazard 053 wtery st i - 5% 13 receive bevacizumab alone (CPB15), no clinically meaningful benelit in PFS was observed. The results of Recurrent Ovarian Cancer
=0.00001 p-vale . 95% cm. this study are summarised in Table 1 GOG-0213
= X 2 23 Advanced and/or metastatic Renal Cell Cancer (mRCC)
s < e 911 1012 103 12 G0G-0213, a phase Il randomized controled open label tia, studied the safety and efficacy of Bevacizum-
| ¥4 0.80 (p=0.003) 95% C1 (0.69, 0.93) 7705 was a multicenter randomised, double-blind phase Il trial conducted to evaluate the efficacy and safety Table 17 Efficacy Results from Study GOG-0218 ab in the treatment of patients with platinum-sensitive, recurrent epithelial ovarian, fallopian tube or primary
[ #s T ) 3 5T 55 '33 5T 081 of Bevacizumab in combination with interferon (IFN)-alfa-2a (Roferon®) versus IFN-alfa-2a alone as first-tine poritoneal cancer, who have not feceived prior chemotherapy i the recurrent settng. There was no
[9-H3 == = (p-value = 0.0062) treatment in mRCC. The 649 randormized patients (641 treated) had clear cell mRCC, Kamofsky Performance Status o row—r T xcion o for prioranangegenic herapy. Th iy evlvaied h et o ading Bevacizuma
BB pwowih | som [eraom | 33-78 s%0-917 | sm-Bo1 (KPS) of 370%, no CNS metastases and adequate organ function. IFN-alfa-2a (x3/week at a recommended dose of ogression-free surviv o et e
p-v (months) Progression-Free 48 64 (10ma/kg q2w) o until disease progression. Patlents were stratified CPP (n = | CPBIS(n=625) | CPBIS+ (n continuing ingle agent unil disease progression or
o X 2. 5 vy
Duration of Response I ?m‘ml o — 0.65 (p=0.0001) 95% C1(0.56, 0.76) according to country and Motzer score and the treatment arms were shown to be well balanced for the prognostic 625) 623) P alone.
Median (months) 71 LE o maka svery 2 wesks Median (months) e I facors oot L carial,with secondry endponts for the stuy i y Median PFS (months) | 106 116 147 Atotal of 673 patients were randomized in equal proportions to the fllowing two treatment arms:
[ 35-75 percentile (months) " = w Rate e primary endpoint was overall survival, with secondary endpoints for the study including progression-free N + CP arm: Carboplalin (AUCS) and paciitaxel (175 mg/m 1V) every 3 weeks for 6 and up 1o 8 ¢
S0 pewentie (monks) A7 158 J.67-150 “Relative (0 conlrol arm Hazard ratio (p-value <0.0001) = 09 — sl The oo ofBevacuma o I a2 sniicanty ncresed FS and bjecive mour spse Hazard atio (95% CD* 089(0.78.1.02) | 0.70 (0.61,0.81) B e 3 ks o0 o D 0 8 e ok
kg every 2 weeks NR - Not reached (percent) 2 290 ) Tate. These resls have med through an " the increase in the cal 00437 <0.0001 platin (AUCs) and paciaxel (175 mome 1) u umeb (15 mgko)
_R;;Sm Pl s Objective ]  [esuls have been confimed through fent edologial review. Howe naease n p-value * every 3 weeks for 6 and up o 8 cycles, followed by Bevacizumab (15 mglkg every 3 weeks) alone unil
ol NO16965 Response n an exploratory analysis, the extent of Bevacizumab benefit on overall survival was less pronounced in the it et it it et i A f;fj”:;“ of pavients Objective response Rate 1] discase progression or unacceptable toxicity.
Among the 110 patients randormized to Arm 3 (5-FUILY + Bevacizumab), the median overall survival was “This was a phase lll randomised, double-biind (for bevacizumab), linical tral investigating Bevacizumab 7.5 (ORR) subgroup of patients who did not have adenocarcinoma histology. o trrapie, incluing antincepastic agents, which may have Impacted he syt o overal urvial. The CPP (o = CPBIS(n=393) | CPBIS+ (a = Most patients in both the CP arm (80.4%) and the CPB arm (78.9%) were White. The median age was 60.0
18.3 months, median progression free survival was 8.8 months, overallresponse rate was 39% and median mglkg in combination with oral capecitabine and IV oxaliplatin (XELOX), administered on a 3-weekl Rate 159 efficacy results are presented i Table 15. 396) 103)
ity Study BO17704 was a randomised, double-blind phase I study of Bevacizumab in aditon to cisplatin and A years n the CP arm and 5.0 years in the CPB arm. The majority of patients (CP: 64.6%; CPB: 68.8%) were
ponse was 8.5 monihs. schedule; or Bevacizumab 5 mglkg in combination with leucovorin with 5-luorouracil bolus, followed by Ale =031 % pu with cbjective | 634 662 66.0
S fuorouraci infusional, with IV exalipiain (FOLFOX.4), administered on a 2-woeky scheduie. The study (v ) gemcitabine versus placebo, cisplaiin and gemcitabine in patients with locally advanced (stage Illb with 5 2 in the age category < 65 years. At baseline, most patients in both treatment arms had a GOG PS of 0 (CP
contained two parts: an iniial unblinded 2- am part (Part 1 in which patients were randomised £ two > supraclavicular lymph node metastases or with malignant pleural or pericardial effusion), metastatic or response 82.4%: CPB; 80.7%) or 1 (CP: 16.7%: CPB; 18.1%). A GOG PS of 2 at baseline was reported in 0.9% of
vt u -squamou: w i i 2 2 tients in the CP arm and in 1.2% of patients in the CPB
iferent reatment groups (XELOX and FOLFOX-4) and a subsequent 2 x 2 facoral 4-arm part (Part 1) in  Statisically significant mprovements in pogression-ree sunval were also observed. Objective response  'ECUTNt non-squamous NSCLC, Who had ot received prior chemotheragy. The primary endpoit was povelue 02341 02041 e pimary effcacy endpoint wes overallsurvival (0S). The main secondary efficacy endpoint was progres-
which patients were randomised to four treatment groups (XELOX + placebo, FOLFOX-4 + placebo, XELOX rate was low in both treatment arms and did not meet statistical significance. progression free survival (PFS); secondary endpoints for the study included the duration of overall sunvival. Overall survival © Ther F:ree s’:rwval s e o i Y Y endp prog
+ Bevacizumab, FOLFOX-4 + Bevacizumab). In Part II, treatment assignment was double-blind with respect atients were 'a""‘"“'si“ to platinum-based chemotherapy, cisplatin 80 mg/m? i.v. infusion on day 1 and CPP(n= CPBI5 (n=625) CPBIS+ (n= P
to Bevacizumab. Approximately 350 patients were randomised into each of the 4 study arms in the Part Il of Metastatic breast cancer (mBC) 9?"“:“'"?‘;5““:“5’"‘ g ‘“":f""" o ““YS, ; Z"“ 2;’ e ;’V‘i'wfe“ "Y';'E ’Z' . w6 CZY“'“ :CG'I W':" 625) 623)
the trial. Study E2100 was an open-label, randomised, active controlled, multicentre clinical trial evaluating placebo or with Bevacizumab at a dose of or 15 mgkg IV infusion day 1 of every 3-week cycle. In < e o
Bevacizumab in combination with paciitaxel for locally recurrent or metastatic breast cancer in patients who me‘Bevaclzumabtomammn arms, patients could recewde Bevacizumab as a single-agent every 3 weeks. Median OS (months) 406 388 438
had not previously received chemotherapy for locally recurrent and metastatic disease. Patients were. “z‘ "":eas"l ”’“‘““355'“" or “z‘acce"“a:'e “”"C“‘/‘bs‘;’ Y :957“';5"5":"’ lha‘r‘94%'127‘7 ’;9(5) of E”g“:‘e
randomised to paclitaxel alone (90 mg/m? IV over 1 hour once weekly for three out of four weeks) o in patients went on to receive single agent bevacizumab at cycle igh proportion of patients (approximate- Hazard Ratio (95% CI)* 1.07(091,125) | 0.88(0.75,1.04)
combination with Bevacizumab (10mglkg IV infusion every two weeks). Prior hormonal therapy for the L4 52%’:‘:"‘ °”I © '“'e“’e a” variety ‘°'T:‘"‘":”"“’°"' SP‘“"‘“ an “”’;“e'r“‘:"a';‘ss‘ which may have
treatment of metastatic disease was allowed. Adjuvant taxane therapy was allowed only if it was completed impacted the analysis of overall survival. The efficacy results are presented in Table palad 02197 00641
at least 12 months prior to study entry. - =
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Table 21 Efficacy results*: from study GOG-0213 Allanalyses presented in ths table are stratiied analyses. As effects on wound healing were observed in rabhits at doses below the proposed ciinical dose, the Cervical Cancer Ovarian Failure / Fertility (see section Use in Special Populations, Females and Males of Reproduc- Table 27 Very Common and Common Adverse Drug Reactions. In study JO25567, all grade hypertension was observed in 77.3% of the patienis who received bevacizumab each adverse drug reaction is based on the following convention: very common (21/10); common (21/100 o
*Randomized Patients with Measurable Disease at Baseline capacity for bevacizumab to adversely impact wound healing in human should be considered. In cynomol- The recommended dose of Avamab is 15 mg/kg every 3 weeks as an intravenous infusion administered in tive Potential and Undesirable Effects, Clinical Trials) in combination with erlotinib as first-ine treatment for non-squamous NSCLC with EGFR activating <1/10); uncommon (21/1,000 to <1/100); rare (21/10,000 to <1/1,000); very rare (<1/10,000).
Primary Endpoint +* Atthe time of the final OS analysis (25 January 2013), 266 patients (73.7%) had died across the two gus monkeys, the effects of bevacizumab on the healing of a linear incision were highly variable and no combination with one of the following chemotherapy regimens: paciitaxel and cisplatin, or pacitaxel and Avamab may impair female fertlty. Therefore fertliy preservation sirategies should be discussed with System _ Organ | NCI-CIC Grade 3-5 Reacrions Al Grade mutations, compared to 14.3% of patients treated with erltinib alone. Grade 3 hypertension was 60.0% in
weaiment arms. dose-response relationship was evident logtacan (seo sacion sty GOG-0240 fo futhr detals on the chematharapy repinars) I i women of child-bearing potential prio to starting treatment with Avamab. Class (SO0 % difference beoween the seudy arms in | Reacrions patiet wesied wih bincombinaion n 11750 patlnts vesisd vih Table 28 Adverse Drug Reactions from Postmarketing Experience
— recommended that Avamab treatment be continued unii progression of the underlying disease. o8 Rat sy el i) 10% difference erlotinib alone. There were no grade 4 or 5 hypertension evens. Hypertension was generally adequately - - -
Overall Survival (05) P ] CPB £S and O topot apL Renal function Congestive Heart Failure (CHE) / Cardiomyopathy = "‘_' controlled with oral ani-hypertensives such as angiotensin-converling enzyme inhibitors, diuretics and Adverse reactions Frequency Category
n=336) @=337) fized in Table 25 in normal cynomolgus monkeys, bevacizumab had no measurable effect on renal function treated ance or Special Dosage Instructions ere i vl m the study calcium-channel blockers. It rarely resulted in of treatment or
Median OS (months) 73 26 twice weekly for up to 26 weeks, and did not accumulate in the kidney of rabbits following two doses up to Pediatric Use: The salety and efficacy of Avamab in children and adolescents (<18 years) have not been requiring treatment or hospitalisation. Caution should arms in at least Very rare cases of hyper\ensweencephalopa\hy have been reported, some of which were fatal. The risk of
9%% Ch GCREF 53 [CT-0.680.0996 Table 25 Exploratory PFS and O analyses by ch conort 100 moikg (approximaely 80-1ids the proposed cinical dose).Investgative toxicy studies n rabbis, using csaised s scian Use i Specil Popatons) Aranab 1o econimended for e nchidenand | be exerosed when eaing paeis win Siicaly Sgfcant cardiovascuiar dsease o pre-ensing one clinical mrial) ‘e patients’ baseline underly-
i (65% Ch (oCRF 5 680, 0:596) & reE the models of renal dysfunction, showed thal bevacizumab did not exacerbate renal glomerular injury adolescents due to a lack of data on safety and efficacy (see also section Nonclinical Safety). congesiive heart faiure with Avamab. Most of the paients who experienced CHF had metastalic breast Very common Common Very Common ing disease or concomitant therapy. Iufections and
P . 044 induced by bovine serum albumin or renal tubular damage induced by cisplatin Geriatric Use: No dose adjustment is required in patients 2 65 years of age. However, there was an Canceran hd receved pEvious reament with amacycine, ot racthrapy o e o hest ll o Tfocions—and it [ Rare
Hazard tatio (95% CI) (registration | 0838 [CI- 0,693, 1014] ) incroasot ok of acorse events i patients above 65 yoars of age (Se6 sacton Eldety paient) ather sk faciors for GH. such 8 pro-gxisting coranaiy heart isease or concomitan carditoxic theregy. . X Posterior Reversible Encephalopathy Syndrome (see section Special Warnings and Special Precau- e i
form)® aclitaxel =113 Abumin Renal impairment: The safely and effcacy of Avamab have not been studied in patients it renal In patient in AVF36949 who receved treatment wih anthracyclines and who had not received anthracy- estasions Absces tions for Use: = ey o
b-Vale 00683 cdan PFS (soni) 39 53 In male cynomoigus monkeys, bevacizumab admiistered at doses of 10 mgkg twice weekly or 50 mgkg mpsirment clines before,no ncreased ncidence o allgrade CHF was observed nthe aniacycine + bevacizumat Cellulitis Two confirmed cases (0.8%) of PRES have been reported in an clnical study. Symptoms usuallyresolve iypertensive encephalopathy™ | Very rare
Secondary Endpoint tio (95% C1) 047 [031.073] once weekly for 26 weeks was assaciated with a statistically significant decrease in albumin and albumin o Hepatic impairment: The safety and efficacy of Avamab have not been studied in patients with hepatic group compared o the treatment with anthracyciines only. CHF grade 3 or higher events were Somewhat Infection orimprove within days, although some patients have experienced neurologic sequelae. Posterior Reversible Encepiulopatiy Syakome | Tare
"y Endpoi globulin ratio and increase in globulin. These effects were reversible upon cessation of exposure. As the impairment. more frequent among patients receiving bevacizumab in combination with chemotherapy than in patients Blood and the | Feomle Amenua 9 c
ea..nos (months) 133 24 P . Deuropensy PRES)®
_ _ o -3 2, parameters remained within the norma reference range of values for these endpoints, these changes were et ther studies of metastatic breast : Toncopenid Lysiiliopmia Proteinuria (see section Special Warnings and Special Precautions for Use):
Progression-free survival (PFS) CcP CPB ard ratio (95% CT) 0.64[041.0.99) not considered as clinically significant Method of administration cancer who did not receive concurrent anthracycline treatment. 4 In clinical trials, proteinuria has been reported within the range of 0.7% to 54.7% of patients receiving Vascular Disorders
(@=336) (@=337) Avamal is for intravenous use. The nitial dose should be delivered over 90 minutes as an inravenous systems disorders “Nf""‘"““ bevacizumab. Proteinuria ranged in severiy from clinically asymplomatic, tansient. trace proteinuria to ey T
‘Median PES (months) 102 138 Fopdtecan =130 Hypertension infusion. Ifthe frstinfusion is well tolerated, the second nfusion may be administered reactions, reactions (including anaphylactic shock), infusion-related ombocytopenia nephrotic syndrome, with the great majorty as Grade 1 proteinuria. Grade 3 proteinuria was reported in up Ayt Ay Real; [ Tialchow
odiay PFs 3T 3 At doses up to 50 mg/kg twice weekly in cynomolgus monkeys, bevacizumab showed no effects on blood 60-minute infusion is well tolerated, all subsequent infusions may be administered over 30 minutes. reactions (see section Undesirable effects, Clinical Trials) 10 8.19% of treated patients, Grade 4 proteinuria (nephrotic syndrome) was seen in up to 1.4% of patients Thrombotic Mxmznpopnhy climcally
55% Ch) 060 [CL 053 0721] . K_! £ = 2 pressure. It should not be administered as an intravenous push or bolus. Dose reduction for adverse reactions is not Patients may be at isk of developing hypersensitvily reaction, anaphylacic reactions (including anaphylac- Twomune system Hypereminaty. reated with bevacizumab Patients with a history of hypertension may be at increased risk for the develop- manifested as proteinuria™>
ne Ll : @5 038[018.044] oo e 35y I b prmanely Gcondn o SV 53 S, and ko e eactins. e oseraon o et g and ollowng e s disorddors anphylactic, ment of proteinuria when ireated with bevacizumab. There s evidonce suggesting that Grade 1 proteinuria oy S e e e
i 000! cdnn os (mm) 133 138 Hemostasis described n section Special Warnings and Precautions for Use. Avamab is W on anapniacc eazton occurs, th infusan shous be infsion-relted may be related to bevacizumab dose. Tesiing for proteinuria is _
d ratio (95% CT) 1.07[0.70. 1.63] Non-clinical toxicology studies of up to 26 weeks duration in cynomolgus monkeys did not find changes in use. (see section Special Warnings and Special Precautions for Use) pevmanem\y mscunnnuen d medical d. A systematic premed- RN therapy. In most clinical studies urine protein levels of 2 2g /24 hrs led to the holding of bevacizumab until Nasal septum perforation Unknown
hematology or coagulation parameters including platelet counts, prothrombin and actvated partial thrombo- feaon s not wananted I an nlusion relate eaclions ccurs, usament shout b temporany orupen recovery to < 2g/24 hrs. B
* Final Analysis 2 Tumour assessments and response evaluations were determined by the investigators - plasiin time. A model of hemosiasis in rabbils, used to invesiigate the effect of bevacizumab on thrombus Precautions to be taken befare handling or administering the medicinal product unti resolution of symptoms. Permanenty discontinue Avamab for severe (Grade 23) nfusion related-reac- Pulmonary hypertension Unknown
using the GOG RECIST criteria (Revised RECIST guideline (version 1.1). Eur ) Cancer. 2000:45:228Y247). LD =126 formation, id not show alteration in the rate of clot formation or any other hematological parameters For instructions on dilution of the medicinal product before adminisiation, see section Special precautions tion. A systematic premedication is not warrante Hypersensitivity reactions, anaphylactic reactions (ncluding anaphylactic shock), infusion T
* Hazard ratio was estimated from Cox proportional hazards models stratified by the duration of platinum ledsan PFS (months) 35 51 compared to treatment with bevacizumab vehicle. for disposal and other handling. Avamab infusions should not be administered or mixed with glucose reactions (see section Special Warnings and Special Precautions for Use and Undesirable effects] Dyspl -
free-nterval pior to enoling onto tis study per eCRE (electronic case report form) and secondary surgical rd ratio 95% CI) 053[036.077] Solutions. It must not be mixed with other medicinal products except those mentioned in section Special Neutoperia In some clinical tials anaphylacic and anaphylactoic-type reactions were reported more frequently in Gastrotntesiinal dhorders
debulking status Yes/No (Yes=randomized to undergo cytoreduction or .'3"“"“’9" 1o not undergo 05 ( ) 141 137 precautions for disposal and other handling. Increased rates of severe neutropenia, febrile neutropenia, or infection with severe neutropenia (including patients receiving in combination with than with alone. The
cytoreduction; No= not a candidate or did not consent to cytoreduction). * tratified by the duration of “’“‘; (q““""*"s‘ e TS Studies have not been performed to evaluate the carcinogenic and mutagenic potential of Bevacizumab. Some fatalites) have been observed in patients treated with some myelotoxic chemotherapy regimens plus incidence of these reactions in some clinical trials of (0 5%in lcer [ Calkwowa
wreatment free-nterval prior to enroling onto this study per the registration form, and secondary surgical I o N Special precautions for disposal and other handiing vamab in comparison to chemotherapy alone. eated patients).
debulking status Yes/No. Reproductive toxicity: Do not shake the vial. Hepatobiliary disorders
The trial met its primary objective of OS improvement. Treatment with Bevacizumab at 15 mg/kg every 3 e elteacy and safety of bevacizumab in combination vih chemotherapy (pacliaxel and cisplatin or adverse effect on male reproductive organ was observed in repeat dose toxicity studies in cynomolgus the prepared solution. A sterile needle and syringe should be used to prepare Avamab. The necessary Cases of ONJ have been reported in cancer patients treated with Avamab, the majority of whom had In clinical trials across all indications the overall incidence of NCI CTC Grade 3-5 bleeding events ranged il | m
weeks in combination with chemotherapy (carboplatin and paclitaxel) for 6 and up to 8 cycles, followed by e axu - mmz' o mw‘;em or pationte it persistont 'ew":ny‘ ;’r et Cam:ma o monkeys. amount of bevacizumab should be withdrawn and diluted to the required administration volume with sodium received prior or concomitant treatment with intravenous bisphosphonates, for which ONJ is an identiied from 0.4% to 6.9% in bevacizumab treated patients, compared with up to 4.5% of patients in chemotherapy Muscaloskeletsl and Connective Tissne disorders
Bevacizumab unil disease progression or unacceptable toxicity resulted, when data were derived from pasliael and topotecan) s a reaimont for patentswith persistent,recurront, of metastati ca Infibition of ovarian funciion was characerised by decreases in ovarian and/or uterine weight and the chloride 9 mgimL (0.9%) solution for injection. The concentration of the final bevacizumab solution should tisk. Caution should be exercised when Avamab and intravenous bisphosphonates are adminisiered control group. The haemorrhagic events that have been observed in clnical studies were >
€CRF, in a clinically meaningful and statistically significant improvement in OS compared to treatment with e ranomized. i o number of corpora lutea, a reduction in endometral prolieration and an inhibiton of follicular maturation in be kept within the range of 1.4 mg/m_to 165 mg/mL. In the majority of the occasions the necessary amount simultaneously or sequentally. Invasive dental procedures are also an identified risk factor. A dental (see below) and minor (e.9. epistavis). “Osteonecrosis of the Jaw (ONJ)' [ Dskoown
carboplatin and paclitaxel alone. ool ]3”5 g/m? IV aver 24 hours on Day 1 and isplatin 50 mgim? IV on Day 2, every 3 weeks (43w} cynomolgus monkeys treated with Bevacizumab for 13 or 26 weeks. The doses associated with this effect of Avamab can be diluted with sodium chioride 9 mg/mL (0.9%) solution for injection to a total volume of 100 examination and appropriate preventive dentistry should be considered prior to starting the treatment with e - e -
iscatdy o e ver e c; e ugm o p ;Yw) p aclfwe{ were 24 times the human therapeutic dose or  2-fold above the expected human exposure based on mL. Avamab. In patients who have previously received o are receiving intravenous bisphosphonates invasive ardiac disorders ardiac [ Tumour-associated haemnm\age (see section Special Warnings and Special Precautions for Use): ‘Osteonecrosis at sites other than the jaw l Unknown
AVRa095g onpacianel 76 mgime 1V over 3 fhours on Dey L and cplatn S0 ma/mé 1V o Doy 2 (33w or average serum concentaions n female morkeys. n ranbs, of 50 mlkg of No betieen Avamab and polviny! hiride of pololefin bags o nfusion sets have been  dentalprocedures should b avoided,f possible congestive Malor o massie pulmonry haemorthage/haemoptyss has been observed prmarly in sudes in paients — -
The safey and lfcacy of Bovaizumab in the reament of patnts wih plainum-sensive, recuront 175 MGV over 3hourson Day Land cisplain SO MYV N DAY L) i e sgniant decrease n ovaran weight and number of corpora uea. The fesuls n both  cbserved Pareneral mediinal products shoud b inspected wualyfr psiculie mater and dscoloua- Supravenmcular it non smal el Tung cancer (NSCLO), Posite ek acirs mcludo sqsarmaus ce sy reamen: Congenital, familial and genec disorders
or primary o havenot et receied pror chemotherspy -+ Pacliaxe 195 maim: I over 24 nours on Day L and cieplat 50 maf IV on Day 2 pls bevacizumat 19 Imonkeys and rabbits were reversible upon cessation of treatment. The inhibiion of angiogenesis folowing on pror to administration. Avamab s for single-use oy, as the product contains no preservaives. Any Itracions it eor esiclProauct an hor Forms of racon o st dnugs, prior Foetal [ Golkwown
inthe recurrent setting o prior bevacizumab treament, was studied n a phase Il randomized, double-bind, gl v on Oay 2 (43w); o pasitaxel 175 mgfme IV aver 3 hours on Dey 1 and cisglath So mgimh v on administration of bevacizumab is ikely to result in an adverse effect on female ferti unused medicinal product or waste material should be disposed in accordance with local Effect of sgents on| 7 mevamﬁ previous medical history of ntral tumour o tamours pror
placeboconvole il (\VF40950). The sty compared the efect ofading Bevacizumab o cortoplatn Dy 2 s bevaciunil 19 mala 1Y on Dey 2 (G o petaes 175 eIV over 3 Hours on Day . No cincaly relevans imesacion mab wowdor F 10 or during therapy. The only variables that showed statistiall significant cortelaions vith bleeing were + Usually towound fstla formation
as a single agent (o progression to carboplatin isplati " w V. CLINICAL PARTICULARS Diluted medicinal product Shserved based on i resute of peplaton prarmacoimele andbscs. There whs neiper stsical disorders (arteral) bevacizumab therapy and squamous cell histology. Patients with NSCLC of known squamous cell istology See section S
N : : . i i vaciz i ients wi w i : pecil Warnings and Specil Precaions o e
and gemcitabine alone. A total of 484 patients with measurable disease were randomized in equal portions < paclasel 179 ma/m? over 3 hours n Day 1 and topetecan 0.7 my/m over 30 minutes on days 13 (631) Therapeutic Indications Chemical and physicalin-use stabilty has been demonstrated for 30 days at 2°C {0 BC plus an additonal signiicance no clnically relevant iferences in Avamab clearance In patients feceiving Avama monother Deep vein or mixed celtype with predominant squameus cell histology were excluded rom Subsequent phase ' cee sention nderable Efeto, Cir
10 either: 9 Y P o s 1-3 pl Metastatic carcinoma of the colon or rectum(mCRC) 48 hours at temperature not exceeding 30°C in sodium chloride 9 mg/mL (0.9%) solution for injection. From apy compared to patients receiving Avamab in cnmbmamn with interferon alfa 2a, eriotinib o chemothera- thromboz:. studies, while patients with unknown tumour histology were included. In patients with NSCLC excludin .
2 bevacizumab 15 mg/kg IV on Day 1 (q3w) pe 9 gl A 'y 9 L gy P 9 Cases of ONJ observed in bevacwzumah lrealed patients mainly in association with prior or concomitant
+ Carboplatin (AUC4, Day 1) and gemcitabine (1000 mg/m? on Days 1 and 8) and concurrent placebo every bevasizumab 15 mOkg W OnDRY L) camous call carinoma, adenosquamos ofpatients with a microbiological point of view, the product should be used immediately. If not used immedately, in-use pies (IFL, 5-FULV, doxorubicin Haemorrhage predominant squamous histology, al grade evenis were seen wih a frequency of up (0 9.3% when treated use of bisphosphonates.
3 weeks for 6 and up o 10 cycles followied by placebo alone unil disease progression or unacceptable Elble palients had persielent recurent, o melasialo sauamous cell carenona, adenosauanou metastatic carcinoma of the colon or rectum storage times and condiions are the responsibilty of the user and would normally not be longer than 24 ;o o y ) ——y with plus. compared with up to 5%n the patients treated with chemotherapy + Cases observed in bevacizumab-reated pediatric patients. See section Use in Special Popuiaions,
toncty oreinoma, or adenccarengma of (e cenn whih wes notamenatle fo curaue seament i sugery Rours at 2°C (0 C, uness diion has aken place n controlled and validated asepic concions. Efec of other agen ey 4 ’ lone. Grade 3.5 ovents have been abserved in up 10 2.3% of patiens eated wih bevacizumab plus Pedatie e
+ Carboplatin (AUCA, Day 1) and gemcitabine (1000 g/ on Days 1 and &) and concurrent Bevacizumab lor rediaon therapy. The primary effcacy endpoint wa e (0) Secondary effcacy Metastatic Breast Cancer (mBC) No sl relovan teraclon of bevasiima s ansenved on tne pharmasokinelcs of co-adminstred thoracic  and eabolism Epstaxis chemotherapy as compared with <1% vith chemotherapy alone. Major or massive pulmonary haemor- + Osteanecrasis abserved in pediatrc population in non company clinical trials was identiied through
(15 mglkg Day 1) every 3 weeks for 6 and up to 10 cycles followed by Bevacizumab (15 mg/kg every 3 endpolntsncluded progression-res suvivel (PFS) and objectva respanse rate (ORR). Resuls arepreseri- Avamab in combination with paclitaxel is indicated for the treatment of paiients who have not received Vil Special Warnings and Special Precautions for Use interferon alfa 2a, erlotinib (and its active metabolite OSI-420), or the chemotherapies irinotecan (and its mediasamal Dyzpooea Rhaun: thagelhaemopiysis can occur suddenly and up o two thirds of the serious pulmonary haemorrhages. postmarketing suveilance and has therefore been added to the post-marketing section as neither CTC
weeks) alone uniil disease progression or unacceptable toxicity - chemotherapy for metastatic HER2-negative breast cancer. Avamab in combination is rder of biological medicinal products, the trade name and the batch number of the. active metabolite SN38), capecitabine, oxaliplatin (as determined by measurement of free and total disorders Hypowia Cough resulted in a fatal outcome. Gastrointestinal haemorhages, .mmmg rectal bleeding and melaena have grade nor reporting rate were available from published data.
indi tastali whom U Jatinum), and cisplatin. Concl the impact tabi Eptaes i ve b v " eated with bevaciz in combination wi
e piimary endpoint was progression-free survival based on investgator assessment using RECIST able 26 Overall Efficacy by Bevacizumab Treatment (T Population) from studyGOG-0240 ndcaledlu P metastatic jom treatment administered product should be clearly recorded (or stated) in the patient fle. platinum), and cisplatin. Conclusions on the impact of on gemcitabine hee patients, and have Cases have been observ eu 1 women teated with bevacizumab alone of in combination with known
" luding taxanes. appropriate. Patients cannot be drawn. Gasooimtrstmal | Dianboss Tntestimal Constipation. also seen rarely in other t pes and I d included embryotoxic chemotherap:
criteria, Additional endpoints included objective response, duration of response, safety and overall survival. i e BV wno have received taxane and regimens in the within Gastrointestinal Perforations and Fistulae aeriders Nouzea perfocation Stomtitis cases of central nervous system (CNS) bleeding in patients with CNS metastases and in patients with See section Use in Special pupma.ms Pregnancy.
An independent review of the primary endpoint was also conducted. The results of this study are summa- 1 m~"5 Py ““““’”7‘“"!’»‘ ‘months should be excluded from treatment with Avamab in combination with capecitabine. The effective - Patients may be at increased risk for the development of gastrointestinal perforation (see also section Combination of bevacizumab and sunitinib malate Ve glioblastoma. The incidence of CNS bleeding in patients with untreated CNS metastases receiving
fized in Table 22. (0=225) (o=227) ness Clinical Trials) and gallbladder perforation (see section Postmarketing experience) when treated with In two clinical studies of metastatic renal cell carcinoma, microangiopathic haemolytic anaemia (MAHA) was —— Lew Rectal bevacizumab has not been prospectively evaluated in randomised clinical studies. In an exploratory Description of selected adverse drug reactions from postmarketing experience
vimary Endpoint Currently, no data are symptoms or increased Avamab. Avamab should be permanently discontinued in patients who develop gastrointestinal perforation. reported in 7 of 19 patients treated with bevacizumab (10 mg/kg every two weeks) and sunitinib malate (50 Abdomuinal pam Intestimal haemorhage retrospective analysis of data from 13 completed randomised trials in patients with various tumour types, 3 Eye disorders (reported from unapproved Intravitreal use
Table 22 Efficacy Results from Study AVF4095g Overall Survival survival with Avamab in breast cancer. Patients treated for persistent, recurrent or metastatic cervical cancer with Avamab may be at increased risk mg daily) combination. MAHA is a haemolytic disorder which can present with red cell fragmentation, obstruction Duanhoea patients out of 91 (3.3%) with brain metastases experienced CNS bleeding (all Grade 4) when treated with Infectious Endophthalmitis (frequency not known; some cases leading to permanent blindness; one case
Progession Tl edian (months)! T 9 I 168 of fistulae between the vagina and any part of the GI tract (Gl-vaginal istulae) (see section Gastrointestinal anaemia, and thrombocytopenia. In addition, hypertension (including hypertensive crisis), elevated Recto-vagnal bevacizumab, compared to 1 case (Grade 5) out of 96 patients (1%) that were not exposed to bevacizumab, reported extraocular extension of infection resulting in meningoencephalits): Intraocular inflammation (some
] = Barad 95% Ci = 073 058099 Non-Small Cell Lung Cancer (NSCLC) perforation and Fistulae). Intra-abdominal inflammatory process may be a risk factor for gastrointestinal creatinine, and neurological symptoms were observed in some of these patients. All of these findings were Sotulre ** Intwo subsequent studies in patients with treated brain metastases, one case of Grade 2 CNS haemorrhage cases leading to permanent blindness; including a cluster of serious eye inflammation leading to blindness
Tavestigator Assessment IRC Assessment I o [¢ 1 I 10.58:0.94] Avamab, in combination with carboplatin and pacitaxel, is indicated for first-ine reatment of patients with perforations in patients with metastatic carcinoma of the colon or rectum, therefore, caution should reversible upon discontinuation of bevacizumab and sunitinib malate (see Hypertension, Proteinuria, PRES G was reported. Intracranial haemorrhage can occur in patients with relapsed glioblastoma. In study after compounding an anticancer chemotherapy product for intravenous administration) such as sterile
+ | Bevacizumab+ = (p-value® = 0.0132) unresectable, locally advanced, recurrent or metastatic non-squamous, non-small cell lung cancer. Avamab, exercised when treating these patients. in section Special Wamings and Special Precautions for use). . AVF3708g, CNS haemorrhage was reported in 2.4% (2/84) of patients in the bevacizumab alone arm endophthalmis, uveitis, and vitritis; Retinal detachment (frequency not known); Retinal pigment epithelial
CcG@=24) | /o /G (a=242) copdars Eadpoints in combination with erlotinib, is indicated for first-line treatment of patients with unresectable advanced, duondes = (Grade 1); and in 3.8% (3/79) of patients treated with bevacizumab and irinotecan (Grades 1, 2 and 4). tear (frequency not known); Intraocular pressure increased (frequency not known); Intraocular hemorrhage
(@=24 ik fros vVl metastatic or recurrent non-squamous non-small cell lung cancer with Epidermal Growth Factor Receptor Non-Gl Fistulae (see section Undesirable Effects, Clinical Trials) Combination with platinum- or taxane-based therapies Stomatitis I tials, en seen in up to 50% of bevacizumab- treated as vitreous hemorrhage or retinal hemorrhage (frequency not known); Conjunctival hemorthage
242] | Progs == l T i T 3 ‘mutations. Patients may be at increased risk for the development of fistulae when treated with Avamab (see section Increased rates of severe neutropenia, febrile neutropenia, or infection with or without severe neutropenia Proctalna uaﬂems ‘These were most commonly NCI-CTC Grade 1 epistaxis that lasted less than 5 minutes, resolved (frequency not known). An observational claims database study comparing unapproved intravitreal
84 124 56 edian PFS (months) Undesirable Effects, Clinical Trials). Permanently discontinue Avamab in patients with TE (tracheoesopha- (including some fatalities) have been observed mainly in patients treated with platinum- or taxane-based Endocrine Ovarun fihwe® changesin the Clinical an approved treatment In patients treated for wet age-related macular degeneration has
Hazard ratio [95% C1] 0.66 [0.54:0.81] Malignant Glioma (WHO Grade IV) - Gioblastoma geal) fistula or any grade 4 fistula. Limited information is available on the continued use of Avamab in therapies in the treatment of NSCLC and mEC. disorders <afety data suggest that the incidence of minor mucocutaneous  tacmoriage (¢, epstaxs) may be reported an increased risk of intraocular inflammation for bevacizumab (acjusted HR: 182, 99% CI: 120,
0484 0451 (p-value’ = <0.0001) iab, as a single agent is indicated for the treatment of patients with glioblastoma after relapse or patients with other fistulae. In cases of intemnal fistula not arising in the Gl tract, discontinuation of Avamab = min in other 2.76) (Incidence 0.46 events per 100 patients per year; comparator 0.26 events per
[0.388. 0.605] [0.351. 0.580] Best Overall Response disease progression following prior therapy. The effectiveness of Avamab in glioblastoma is based on an should be considered. Radiotherapy Skan and Palma i Exfolame locations, such as gingival bleeding or vaginal bleeding, 100 patients per year) as well as an increased risk for cataract surgery (adjusted HR: 1.11; 99% CI: 1.01,
- wprovement i rate. There are no data demonstrating an improvement in disease-relal- The safety of radiotherapy and Avamab enthodyaesthenn | demmatitis
=0.0001 0.0001 Redouats it 76G38% | 103 (5.4 %) pr objective response rate. Tt ~ 1.23) (Incidence 6.33 events per 100 patients per year; comparator 5.64 events per 100 patients per year).
[ Respons: ed symptoms or increased surival with Avamab. Hypertension Inother ndications. rissue disorders vndrome Drykin Thromboembolism (see section Special Warnings and Special Precautions for Use): e e o o b e A %
T 2 Y g variable and non-validated methods in compounding, storage, and handiing of bevacizumab,
56 rake 95% CI for Response Rates’ 76:404) | [(88:521) A ersasedincdence of yperiension was observed i paets veated with Avamat, Cnal safetydta Skan Arterial thromboembolism: serious ocular adverse events (including  infectious endophthalmiis and other ocular inflammatory
Assessment RC Difference in Response Rates 11.60 dvanced metastatic Renal Cell Cancer (mRCC) suggest that the incidence of hypertension is likely to uld EGFR monoclonal antibodies in combination with bevacizumab chemotherapy regimens dachlomuiion: Anincreased incidence of arterial thromboembolic events was observed in patients treated with bevacizum- conditions) affecting multple patients have been reported.
Placebo = | Bev | Placebo _+ | Bevacizumab 95% C1 for Difference in Response Rates® [24.208] Avamab in combination with interferon alfa-2a is indicated for first-ine treatment of patients with advanced be adequately controlled before starting Avamab reatment Thers 1 no nformation on the ffectof Avamah No interaction studies have been performed. EGFR monoclonal antibodies should not be administered for ab across indications, including cerebrovascular accidents, myocardial infarction, transient ischemic attacks,
CG@=242) | Cic CiG@=242) | oG Value (Ch-squared Test) o117 and/or metastatic renal cell cancer, in patients with uncontrolled hypertension at the time of initiating Avamab therapy. Monitoring of blood the treatment of mMCRC in combination with heval:lzumah l:nmammg chemotherapy. Results from the Musculoskeletal, Muscular weaknes: | Arthralpa and other arterial thromboembolic events.In clinical trials, the overall incidence ranged up to 5.9% in the. Systemic Events (reported from unapproved intravitreal use)
(@=242) I B g pressure is recommended during Avamab therapy (see section Undesirable Effects, Clinical Trials). randomised phase Il studies, PACCE ,in pati that the use of anti-EG- connective dssue Myalga bevacizumab containing arms compared with up to 1.7% in the chemotherapy control arms. Fatal outcome. An observational claims database study comparing unapproved intravitreal bevacizumab to an approved
i + Kaplan-Meier estmates Epithelial Ovarian, Fallopian Tube and Primary Peritoneal Cancer In most cases hypertension was controlled adequat FR monoclonal antibodies panitumumab and cetuximab, vespecnvely, in combination with bevacizumab and bone Arthalga was reported in 0.8% of patients receiving bevacizumab in combination with chemotherapy compared to treatment i patients treated for wet age-related macular degeneration has reported an increased fisk of
o;’ prs . - o , 2 patients with best overall response of confirmed CR or PR Avamab, in combination with carboplatin and paclitaxel is indicated for the front-line treatment of advanced ate for the individual situation of the affected patient. The use of diuretics to manage hypertension is not plus chemotherapy, is associated with decreased PFS and/or OS, and with increased toxicity compared with dsovdirs Back pain 0.5% in patients receiving chemotherapy alone. Cerebrovascular accidents (including transient ischemic hemorrhagic stroke for bevacizumab (adjusted HR: 1.57; 99% CI: 1.04, 2.37) (Incidence 0.41 events per 100
i ypective 574% 85 % 537% 4.8 % 595% C for one sample binomial using Pearson-Clopper met (FIGO stages IiI B, IIl C and IV) epithelial ovarian, fallopian tube, or primary peritoneal cancer. Avamab, in advised in patients who receive a regimen., p Remal 7 B B attacks) were reported in up to 2.7% of bevacizumab treated patients versus up to 0.5% of patients in the patients per year; comparator 0.26 events per 100 patients per year) as well as an increased risk for overall
g « Approximate 95% CI for difference of two rates using Hauck Am,m method combination with carboplatin and gemcitabine or in combination with carboplatin and paclitaxel is indicated discontinued, if medically significant hypertension cannot be adequately controlled with aniinypertensive . . U T contral group; myocardial infarction was reported in up to 1.4% of bevacizumab treated versus up to 0.7% mortality (adjusted HR: 1.11; 99% C: 1,01, 1.23) (Incidence 6.03 events per 100 patients per year; compara-
3| =0.0001 =0.0001 *log-rank test (stratifed) for the treatment of patients with recurrent, platinum-sensitive, epithelial ovarian, fallopian tube, or primary therapy, (see section Undesir- Use in Special Populations. wrinary disorders Jnnary ract of patients in control groups. In one clinical trial, AVF2192g, patients with metastatic colorectal cancer who tor 5,51 events per 100 patients per year). A second observational study found similar results for all-cause
Overall suvivel™ peritoneal cancer who have not received prior inhibiors e Eftcts, Cinal Tials and Postmarkeding sxperence Females and Males of Reproductive Potential Infection were not candidates for treatment with rinotecan were included. In this trial arterial thromboembolic events monaliy. A randomized controlled clinical trial comparing unapproved bevacizumab to an approved
Placebo + C'G Bevacizumab i Immunogenicity Fertility General Asthenna Pan Pyrexia were observed in 119 (11/100) of patients compared to 5.8% (6/104) in the chemotherapy control group. In treatment for patients with wet age-related macular degeneration has reported an increased risk of serious.
0+ 1 Norobust assessment of anti-drug antibodies has been done in Bevacizumab cliical tias. Avamab in combination with paclitaxel, topotecan or pegylated liposomal doxorubicin is indicated for the Wound heaiing Avamab may impair female ferility. Women of chid-bearing poteniial should be advised of fertiiy preserva- disorders  and | Fatigue Lethwgy Asthenia an unconuolled clinical tial, AVF3708g, in patients with relapsed glioblastoma, arterial thrombogmbolic systemic adverse events for bevacizumab, most of which resulted in hospitalization (adjusted risk ratio 1.28:
(n=242) +CG treatment of patients with recurrent, platinum-resistant epithelial ovarian, fallopian tube, or primary peritone- Avamab may adversely affect the wound healing process. Serious wound healing complications with a fatal tion strategies prior to starting treatment with Avamab (see section Special Warnings and Special firs Mucosal Pain events were observed in up to 6.3% (5/79) of patients who received bevacizumab in combination with 959 CI: 1.01, 1.66) (Incidence 24.1%; comparator 19.0%).
(@=242) v operties al cancer who received no more than two prior chemotherapy regimens and who have not received prior outcome have been reported. Avamab therapy should not be initiaed for at least 28 days following major Precautions for Use and section Undesirable Effects, Clinical Trials). Repeat dose safely studies in animals st M irnotecan compared to up to 4.8% (4/84) of patients who received bevacizumab alone.
29 336 The pharmacokinetic data for bevacizumab are available from ten clinical trials in patients with solid therapy with bevacizumab or other VEGF inhibitors or VEGF receptor targeted agents, surgery or until the surgical wound is fully healed. In patients who experience wound healing have shown ay have an adverse effect on female fertiity (see 4.2.6 Nonclinical Safety, B mfammanes Reporting of suspected adverse reactions
o tumours. In all clinical trials, bevacizumab was administered as an i.v. infusion. The rate of infusion was during Avamab treatment, Avamab should be withheld until the wound is fully healed. Avamab therapy Reproductive toxicity). A substudy with 295 premenopausal women has shown a higher incidence of new . Reporting suspected adverse reactions after authorization of the medicinal product is important. It allows
0952 lerability, with an duration ninutes. In the first Phase | study the pharmacol Cervical Cancer should be withheld for elective surgery (see section Undesirable Effects). Necrotising fasciits including fatal cases of ovarian failure in the bevacizumab group compared to the control group (39.0 vs. 2.6%). After Reproducave Pelvic pan In clinical trials across indications, the overallincidence of venous thromboembolic events ranged from 2.8% continued monitaring of the benefitrisk balance of the medicinal product.
[0.771. 1.176) netics of bevacizumab was inear at doses ranging from 1 to 10 kg, and cisplatin or paciitaxel f cases, has rarely been reported in patients treated with Avamab; usually secondary 1o wound healing discontinuation of bevacizumab treatment, ovarian function recovered in the majority (86%) of patients, Long i 10 17.3% in the bevacizumab containing arms compared with 3.25% to 15.6% in the chematherapy control Healthcare professionals are asked to report any suspected adverse reacions via the national reporiing
. In a population \ere was no significant difference in the pharmacokinetics of persistent, recurrent, or metastatic carcinoma of the cervix complications, gastrointestinal perforation or fistula formation. Avamab therapy should be discontinued in term effects of the treatment with bevacizumab on fertilty are unknown (see Undesirable effects). Broust ams. Venous thromboembolic events include deep venous thrombosis and pulmonary embolism. Grade
0.6479 of bevacizumab in relation to race when body weight is taken into account, or in relation to age (no patients who develop necrolizing fascilts, and appropriate treatment should be promptly initiated. (see also o o T " 3-5 venous thromboembolic events have been reported in up to 7.8% of patients treated with chemotherapy

*Primary analysis

** Final overall 73%of the patients had died.

performed whe
on

correlation between bevacizumab clearance and patient age [the median age was 59 year with 5" and 95"
percentiles of 37 and 76 year]).
Low albumin and high tumour burden are generally indicative of disease severity. Bevacizumab clearance

PFS subgroup \ast platinum therapy in Table 23 was approximately 30% faster in patients with low levels of serum albumin and 7% faster in subjects vith
higher tumour burden when compared with a typical patient with median values of albumin and tumour
Table 23 Progression-free survival by time from last platinum therapy to recurrence burden.
Investigator Assessment Absorption
Time from last platioum therapy | Placebo + C/¢ Bevacizumab + G Not appiicable
iy =242 242
L ] ot Distribution
The typical value for central volume (Vc) was 2.73 L and 3.28 L for female and male subjects respectively,
Tedian 30 L] which is i the range that has been described for IgGs and other monocional antibodies. The typical value
Tiazard ratio (957 041 (0.29038) for peripheral volume (Vp) was 1.69 L and 2.35 L for female and male patients respectively, when
—H—CJ z i agens. After correcting for body eight, male subjects
2 mouths (n=252) had a larger Ve (+ 20%) than females.
Median EX]
[ Fazard ratio (95% C) 035 (041-0.73) Metabolism

MO22224 (AURELIA)
Study M022224 evaluated the efficacy and safety of bevacizumab in combination with chemotherapy for
platinum-esistant recurrent ovarian cancer. ms study was designed as an open-label, randomized,
two-arm Phase Ill evaluation of (CT+BV) versus. alone

€.
A total of 361 patients were enrolled into this study and administered either chemotherapy (paclitaxel,
topotecan, or PLD) alone o in combination with bevacizumab:
+ CT Arm (chemotherapy alone)
- Paclitaxel 80 mg/mé as 1-hour IV infusion on Days 1, 8, 15 and 22 every 4 weeks.
- Topotecan 4 mg/m# as a 30 minutes IV infusion on Days 1, 8 and 15 vy weeks. Altemalwe\y,
a1.25 mg/m? dose could be administered over 30 minutes on Days 1 —
- PLD 40 mg/m? as 1 mg/min IV infusion on Day 1 only every 4 weeks. After Cycle 1,the dmg could be
delivered as a 1 hour infusion.
« CT+BV Arm (chemotherapy plus bevacizumab)

Assessment of bevacizumab metabolism in rabbits following a single .v. dose of *=I-bevacizumab indicated
that its metabolic profile was similar to that expected for a native 1G molecule which does not bind VEGF.
The metabolism and elimination of bevacizumab is similar to endogenous 9G .e. primarily via proteolytic
catabolism throughout the body, including endothelial cells, and does not rely primarily on elimination
through the kidneys and liver. Binding of the IgG to the FcRn receptor result in protection from cellular
metabolism and the long terminal halfiie.

Elimination
The pharmacokinetics of bevacizumab are linear at doses ranging from 1.5 o 10 mg/kgiwk. The value for
clearance is, on average, equal o 0.188 and 0.220 Liday for female and male patients, respectively. After
correcting for body weight, male patients had a higher bevacizumab clearance (+ 17%) than females.
According to the two-compartmental model, the elimination half-ife is 18 days for a typical female patient
and 20 days for a typical male patient.

Pharmacokinetics in Special Ponulaﬂons
The population were analysed to evaluate the effects of demographic

10mglkg IV every 2 weeks (

15 mglkg every 3 weeks if used in combination with topotecan 1.25 mg/m= on Days 1 -5 0n a every 3
weeks schedule.

Eligible patients had ovarian cancer that progressed within 6 months of previous platinum therapy. If a

patient had been previously included in a blinded trial with an anti-angiogenic agen, the patient was enrolled

Charbtensis. I aduls, he reSuts showed o Sgnifeant Gifrence m he pharmacokinetce o bevacizum-
ab in relation to age.

pediarc Popuaion

in the same stratum as those patients who were known to have previously received an
agent. The primary endpoint was progression-free-survival, with secondary endpoints including objective
response rate and overall survival. Results are presented in Table 2

Table 24 Efficacy Results from Study MO22224 (AURELIA)

Primary Endpoint

Progression-Free Survival
cT CT+BV
(0=182) (@=179)
Meduan (months) 34 167
Hazard Ratio (95% CT) 0.379 [0.296. 0.485)
pvalue <0.0001

Secondary Endpoints

Objective Response Rate™

CT-BV

(B=14.
%o pts with objective response 1402
p-value
Overall Survival (final analysi

I T
o= (@=179)

Median OS (months) 3 166
Hazard Ratio (95% CI) 870 (0.678.1.116]
p-value 2711

in 152 patients (7 months to 21 years; 5.9 10 125 kg)
across 4 cical Stuhes vang a popation phnrmacokmeu: model. The pharmacokinetic results show that
the clearance and the volume of distribution of bevacizumab were comparable between pediatric and adult
patients when normalized by body-weight. Age was not associated with the pharmacokinetics of bevacizum-
ab when bodyweight was taken into account,

Renal impairment;
No studies have been conducted to investigate the pharmacokinetic of bevacizumab in renally impaired
patients since the kidneys are not a major organ for bevacizumab metabolism or excretion.

Hepatic impairment
Nostudies have been conducted of patients with hepatic
impairment since the liver is not a major organ for bevacizumab metabolism or excretion.

Nonclinical Safety
yseal development.

In studies of up to 26 weeks duration in cynomolgus monkeys, Bevacizumab was associated with physeal
dysplasia. Physeal dysplasia was characterised primarily by thickened growth plate cartiage, subchondral
bony plate formation and inhibition of vascular invasion of the growth plate. This effect occurred at doses >
0.8 times the human therapeutic dose and exposure levels slightly below the expected human clinical
exposure, based on average serum concentrations. It should be noted, however, that physeal dysplasia
occurred only in actively growing animals with open growth plates.

Wound healin
In rabbits, the effects of bevacizumab on circular wound healing were studied. Wound re-epithelialisation
was de\aym in rabbits following five doses of bevacizumab, ranging from 2- 50mglkg, over a 2-week period.
Atre effect on wound healing was
a1t absereats o corteceioras admmsvanon Upon reatment cessation with either 2 or 10
mglkg bevacizumab, the wounds closed completely. The lower dose of 2 mg/kg was approximately
equivalent to the proposed clnical dose. A more sensitive linear wound healing model was also studied in
rabbits, Three doses of bevacizumab ranging from 0.5-2 mg/kg dose-dependently and significantly
decreased the tensile strength of the wounds, consistently with delayed wound healing. The low dose of 0.5
mglkg was 5-fold below the proposed clinical dose.

VI. Contraindications

Avamab is contraindicated in.

+ Patients with knnwn hypevsensllwlly {0 any componens o the umdun

+ Patients with knoy products or oth
orhumanised anibociée

« Pregnancy

binant human

Vil. Dosage and Method of Administration
Standard Dosage

Metastatic carcinoma of the colon of rectum (mCRC)

The recommended dose of Avamab, administered as an intravenous infusion, is as folows:

Firstline treatment: 5 mkg of bady weight given once every 2 weeks or 7.5 mglkg of body weight given
once every 3 weeks

Secondline treatment : 10 mgikg of body weight given every 2 weeks with FOLFOX-4,

5 mgkg every 2 weeks or 7.5 mgk s when used in combination with fluoropyrimidine-
irinotecan or fluoropyrimidine-oxaliplatin based chemotherapy regimen in pafients who have progressed on
afirst-line Avamab- containing regimen (see section study ML18147).

itis recommended that Avamab treatment be continued until progression of the underlying disease. Patients.
previously treated with Avamab can continue with Avamab treatment following first progression (see section
study ML18147).

Metastatic breast cancer (mBC)

“The recommended dose of Avamab, administered as an intravenous infusion, is as follows:

In combination with paclitaxel: 10 mg/kg of body weight given once every 2 week S

In combination with capecitabine: 15 mg/kg of body weight given once every

itis recommended that Avamab treatment be continued unti progression of the ur\dev\ylng disease.

Non-smallcelllung cancer (NSCLC)
L NSCLC n combinsion wih
b up 10 6 cycles of treatment followed
by Avamab as a single agem ‘il cssse progression. The recommended dose of Avama & 15 mgikg o
body weight given once every 3 weeks as an intravenous infusion.
NSCLC with EGER activating mutations. with erlotinib
The recommended dose of Avamab when used in addition to erlotinib is 15 mg/kg of bady weight given once
every 3 weeks as an inravenous infusion. Itis recommended that the treatment with Avamab in addition to
erlotinib is continued until disease progression. Please refer to the full prescribing information for erlotinib for
patient selection and posology.

Malignant Glioma (WHO Grade 1) - Glioblstoma

section Undesirable Effects, Postmarketing Experience)

Aterial thromboembolism
In clinical wials, the incidence of arterial thromboembolism events including cerebrovascular accidents,
wansient ischemic attack (TIA) and myocardial infarction (MI) was higher in patients receiving Avamab in
combination with chemotherapy compared to those who received chemotherapy alone. Avamab should be
permanently discontinued in patients who develop arterial thromboembolic events. Patients receiving
Avamab plus chemotherapy with a history of arterial thromboembolism, diabetes o age greater than 65
years have an increased risk of developing arterial thromboembolic events during Avamab therapy. Caution
should be taken when treating such patients with Avamab,

Venous Thromboembolism
Patients may be at risk of developing venous thromboembolic events, including pulmonary embolism under
Avamab treatment. Patients treated for persistent, recurrent or metastatic cervical cancer with Avamab may
be at increased risk of venous thromboembolic events (see section Venous thomboembolism). Avamab
should be discontinued in patients with life-threatening (Grade 4) venous thromboembolic events, including
pulmonary embolism. Patients with thromboembolic events <Grade 3 need to be closely monitored.

Hemorrhage (see also sections Special Warnings and Special Precautions for Use, and Undesirable
Effects)

The risk of CNS hemorthage in patients with CNS metastases receiving Avamab could not be fully
evaluated, as these patients were excluded from clinical trials. Thus, Avamab should not be used in these
patients. Patients treated with Avamab might have an increased risk of hemorrhage, especially tumour-
associated hemorrhage. Avamab should be permanently discontinued in patients who experience Grade 3
or 4 bleeding during Patients with untreated excluded from
clica s i Avamal based o imaging procedures or sgns and symploms. Therefre, heris o CNS
haerarage in such pallents as ot been prespectely evaluated i randonised lnical st (see
cection Patients should be
treatment discontinued in case of intracranial bleeding. There is no information on me sate«y profile of
Avamab in patients with congenital bleeding diathesis, acquired coagulopathy or in patients receiving full
dose of for the treatment of prior to starting Avamab treatment, as such
patients were excluded from clinical trials. Therefore, caution should be exercised before iniiating Avamab
therapy in these patients. However, patients who developed venous thrombosis while receiving Avamab.
therapy did not appear to have increased rate of serious bleeding when treated with full dose of warfarin and
Avamab concomitantly.

Severe Eye Infections Following Compounding for Unapproved Intravitreal Use (see section Postmarketing
experence)
Individual cases and clusters of serious ocular adverse events have been reported (including infectious

2weeks. I -
0 e s o s o progression of the underling disease.

Advanced and/or metastatic Renal Cell Cancer (mRCC)
The recommended dose of Avamab is 10 mglkg of body weight given once every 2 weeks as an intravenous
infusion. Itis recommended that Avamab treatment be continued unti progression of the underlying disease.

Epithelial Ovarian, Fallopian Tube and Primary Peritoneal Cancer
The recommended dose of Avamab administered as an intravenous infusion is as folows.

Front-ine treatment:

15 mglkg of body weight given once every 3 weeks when administered in addition to carboplatin and
paclitaxel for up 10 6 cycles of treatment followed by continued use of Avamab as single agent until disease

and other ocular inflammatory conditions) following unapproved intravitreal use of
compounded from vials approved for intravenous administration in cancer patients. Some of these events
have resulted in various degrees of visual loss, including permanent blindness.

Posterior Reversible EnEEDhulomlhy Syndrome (PRES)

There have been rare reports of Avamab-treated patients developing signs and symptoms that are
consistent with PRES, a rare neumlugw disorder, which can present with the following signs and symptoms.
among others: seizures, headache, altered mental status, visual disturbance, or cortical blindness, with or
without associated hyperiensio, A diagnosis of PRES requies confrmation by brain imaging, preferably

Contraception
In women with childbearing potential, appropriate contraceptive measures should be used during Avamab
therapy. Based on pharmacokinetic considerations, contraceptive measures should be used for at least 6
months following the last dose of Avamab.

Pregnancy
Avamab has been shown to be embryatoxic and teratogenic when administered (o rabbits. Observed effects
included decreases in maternal and fetal body weights, an increased number of fetal resorptions and an
increased incidence of specific gross and skeletal fetal alterations. Adverse fetal outcomes were observed
at all tested doses of 10-100 mg/kg. Information on foetal malformations observed in the post marketing
setting are provided in 3.7.2 Post-Marketing Experience. Ang\egenzs\s has been shown to be critically
important to fetal devel t. The inhibition of followr of Avamab could
fesultin an adverse outcome of pregnancy. There are no adequate i wellcontolied stuies i pregnant
women. IgGs are known to cross the placental barrier, and Avamab may inhibit angiogenesis in the fetus. In
the post-markeing setting, cases of foetal abnormalities in women treated with bevacizumab alone or in
combination with known embryotoxic chemotherapeutics have been observed (see section Postmarketing
Experience). Therefore, Avamab should not be used during pregnancy.

Lactation
Itis not known whether bevacizumab is excreted in human milk. As maternal IgG s excreted in milk and
Avamab could harm infant growth and development, women should be advised to discontinue nursing
during Avamab therapy and not to breast feed for atleast 6 months following the last dose of Avamab.

Paediatric Use
Avamab is not appraved for use in patients under the age of 18 years. The safety and efficacy of Avamab in
this population have not been established. Addition of Avamab 1o standard of care did not demonstrate
clinical benefit in pediatric patients in two phase Il clinical trials: one in pediatric high grade glioma and one
in pediatric metastatic rhabdomyosarcoma or non-rhabdomyosarcoma soft tissue sarcoma. In published
feports, cases of osteonecrosis at sites other than the jaw have been observed in patients under the age of
18 years exposed to Avamab (see section Postmarketing Experience and section Nonclinical Safety,
Physeal Development).

Effects on Ability to Drive and Use Machines
No studies on the effects on the abillty to drive and use machine have been performed. However, there is no
evidence that Avamab treatment results in an increase in adverse events that might lead to impairment of
the ability to drive or operate machinery or impairment of mental ability.

IX. Undesirable Effects
Clinical Trials

Summary of saety profie

Clinical trials treated with

inantly in combination with chemnmelaw The safety profile o a i population of approximately

“Based on a substudy from AVF30775, (NSABP C-08) with 295 patierts
fistulae are the fistulae in the Gl vaginal

Description of selected adverse drug reactions from clinical trials
Gastrointestinal perforation and Fistulae (see section Special Warnings and Special Precautions for

Bevacizumab has been associated with serious cases of gastrointestinal perforation. Gastrointestinal
perforation have been reported in cliical trials with an incidence of less than 1% n patients with metastatic
breast cancer or non-squamous non-small el lung cancer, up to 2,06 in patients with metastatic renal cell
cancer, newly diagnosed glioblastoma, or ovarian cancer, and up 0 2.7% (including gastrointestinal fistula
and abscess) in patients with metastatic colorectal cancer. Cases of GI perforations have also been
observed in patients with relapsed glioblastoma. From a clinical tal in patients wih persistent, recurrent, or
metastatic cervical cancer (study GOG-0240), GI perforaions, (all grade) were reported in 3.2% of patients,
all of whom had a history of prior pelvic radiation. The occurrence of those events varied in type and severity,
ranging from free air seen on the plain abdominal X-ray, which resolved without treatment, to intestinal
perforation with abdominal abscess and fatal outcome. In some cases underlying intra-abdominal inflamma-
tion was present,either from gastric ulcer disease, tumour necrosis, divertculiis or chemotherapy-associat-
ed cos. A causal association of intra-abdominal inflammatory process and gastrointestinal perforation o
bevacizumab has not been established. Fatal outcome was reported in approximately a thid of serious
cases of gastrointestinal perforations, which represents between 0.2%-1% of all bevacizumab treated
patients

Inbevacizamab ciicaltils, gastrintesinal stlas (l grade) have been reportd with an ncidence of up
10 2%in patients with metastatic colorectal cancer and ovarian cancer, but were also reportes

plus. compared with up to 4.9% in patients with chemotherapy alone. Patients who have
experienced a venous thromboembolic. event may | he at higher risk for a recurrence if they receive
alone. From a clinical tral in patients
with persisten, recurent o metesatc cenical cancer (smdy G0G-0240), grade 3-5 venous thromboembol-
ic events have been reported in up 1o 10.6% of patients treated with chemotherapy and bevacizumab
compared with up 10 5.4% in patients with chemolhuapy alone.

Congestive Heart Failure (CHF)
In clinical trials with bevacizumab, congestive heart failure (CHF) was observed in all cancer indications
studied to date, but occurred predominantly in patients with metastatic breast cancer. In four phase Il
sludies (AVE21190, E2100, BOL7708 and AVE36949) n patets wih metastatc breast cancer CHF Grade
3or higher was reported in up 0 3.5% of
Py compared with up to 0.9% in the control arms. For pmms in study AVF3694g who received anthracy -
clines concomitantly with bevacizumab, the incidences of grade 3 or higher CHF for the respective
bevatizumab and conol arms were Simiar o hose n (e oier stides i metastalc bresst cancer: 29%

rm and 0% in the placebo am. In addition, in study
AVFJSQﬂw e mcidencos of al grade CHF were similar between the anmmcyclme + bevacizumab (6.2%)
and the anthracycline + placebo arms (6.0%). Most patients who developed CHF during mBC trials showed
improved symptoms and/or left ventricular function following appropriate medical therapy. In most clinical
rials of bevacizumab, patients with pre-existing CHF of NYHA (New York Heart Association (NYHA) II-IV
were excluded, therefore, no information is available on the fisk of CHF in this population. Prior anthracy -
clines exposure and/or prior radiation to the chest wall may be possible risk factors for the development of
CHF. An increased incidence of CHF has been observed in a clinical trial of patients with diffuse large B cell
lymphoma when receiving bevacizumab with a cumulative doxorubicin dose greater than 300 mg/mz. This
phase Wl clnical trial compared (R-CHOP)

Iy in patents with ofhe types of cancer. In a il o patiens with persisient, recurrent or metastatic cervical

1, the incidence of Gl-vaginal fistulae was 8.3% in bevacizumab-ireated patients and 0.9% in control
patients, all of whom had a histry of prior pelvic radiation. Patients who develop Gl-vaginal fistulae may also
have bowel obstructions and require surgical intervention as well as diverting ostomies. The presentation of
these events varied in type and severity, ranging from free air seen on the plain abdominal X-ray, which
resolved without treatment, to intestinal perforation with abdominal abscess and fatal outcome. In some
cases underlying inua-abdominal inflammation was present, either from gastric ulcer disease, tumour
necrasis, diverticulits, or chemotherapy- associated colis.

Non-Gl Fistulae (see section Special Wamings and Special Precautions for Use)
Bevacizumab use has been associated with serious cases of fistulae including events resulting in death.
From a clinical tral in patients with persistent, recurrent, or metastatic cervical cancer (GOG- 240), 1.8% of
bevacizumab-treated patients and 1.4% of control patients were reported to have had non-gastrointestinal
vaginal, vesical, or female genital tract fistulae. Uncommon (20.1% to <1%) reports of fistulae that involve
areas of the body other than the gastrointestinal tract (eg, bronchopleural, biliary fistulae) were observed
across various indicatons. Fistulae have also been reported in post-marketing experience, Events were

5,500 patients is presented in this section. For post marketing experience see section
Experience below. See section Clinical Efficacy for details of major studies, including study designs and
major efficacy results. The most serious adverse events were:

I Precautions for Use)

than 1year
of bevacizumab, with Most events occurting within the frst 6 months of therapy.

Wound healing (see section Special Warnings and Special Precautions for Use):
As may adversely impact wound healing, patients who had major surgery within the last 28

" lung cancer patents {soe Secton Special Warnings and Special Precautions o1 Use:

magnetic resonance imaging (MRI). In patients developing PRES, treatment of specific
control of hypertension is recommended along with discontinuation of Avamab. The sme«y of lelmtmlmg
avamab therapy in paions previously experioncng PRES i not known (wee section Cinical Trls and

progression or for a maximum of 15 months or until toxicity, whichever

Treatment m recurent disease:
Bl

15 mg/kg o hnﬂy weight given once every 3 weeks when administered in combination with carboplatin and
paclitaxel for 6 cycles and up to 8 cycles followed by continued use of Avamab as a single agent unti
disease progression. Alternatively, 15 mgikg ever when administrated in combination with
carboplatin and gemcitabine for 6 cycles and up 1o 10 cycles followed by continued use of Avamab as single
agent until disease progression.

Platinum resistant
10 mg/kg bady weight given once every 2 weeks when administered in combination with one of the following
agents — paciitaxel, topotecan (given weekly) or pegylated liposomal doxorubicin (see Section Study
M022224 for chemotherapy regimens).

Alternatively, 15 mg/kg every 3 weeks when administered in combination with topotecan given on days 1 -
5, every 3 weeks (see section Study MO22224 for chemotherapy regimen). It is recommended that
treatment be continued until disease progression.

Experience).

Proteinuria
Patients with a history of hypertension may be at increased risk for development of proteinuria when treated
with Avamab. There is evidence suggesting that Grade 1 [US National Cancer Insttute — Comman Toxicity
Citeria (NCI-CTC) version 2.0] proteinuria may be related to the dose. Monitoring of proteinuria by dipstick
urinanalysis is recommended prior to starting and during therapy. Therapy should be permanently discontin-
ued in patients who develop Grade 4 proteinuria (nephrotic syndrome) (see also section Undesirable
Effects).

Pulmonary HaemorthagefHaemoptysis
Patients with non-small cell lung cancer treated with Avamab may be at risk of serious, and in some cases
fatal, pulmonary haemorrhagefhaemoptysis. Patients with recent pulmonary haemorrhage/ haemopiysis (>
2.5 ml of red blood) should not be treated with Avamab.

Aneurysms and artery dissections
‘The use of VEGF pathway inhibitors in patients with or without hypertension may promote the formation of
aneurysms and/or artery dissections. Before initiating Avamab, this risk should be carefully considered in
patients with risk factors such as hypertension or history of aneurysm.

 Aterial Warnings and Special Precautions for Use)

The most frequently observed adverse events across al cinical trials in patients receiving bevacizumab
were hypertension, fatigue or asthenia, diarrhea and abdominal pain. Analyses of the clinical safety data
suggest that the occurrence of hypertension and proteinuria with bevacizumab therapy are likely to be
dose-dependent.

Tabulated summary of adverse drug reactions from clinical trials
Table 27 lists adverse drug reactions associated with the use of bevacizumab in cumbmmmn with different

days were excluded from participation in phase Il clinical trals. Across mCRC clinical trals there was no
increased risk of post operative bleeding or wound healing complications observed in patients who
underwent major surgery 28-60 days prior to starting bevacizumab. An increased incidence of post-opera-
tive bleeding or wound healing complication occuring within 60 days of major surgery was observed if the
The between 10% (4/40)
and 20% @1). Cases of serious wound healing cumph:mmns have been reported during bevacizumab
use, some pecial d Special Precautions for Use). In

(0 R-CHOP without ‘While the incidence of CHF was, in both arms, above
ma« previously observed for doxorubicin therapy, the rate was higher in the R-CHOP plus bevacizumab arm.
These results suggest that close clinical observation with appropriate cardiac assessments should be
considered for patients exposed to cumulative doxorubicin doses greater than 300 mg/m? when combined
with bevacizumab,

Ovarian Failure/Fertility (see section Special Warnings and Special Precautions for Use and section Use in
Special Populations, Pregnancy)

The incidence of new cases of ovarian failure, defined as amenorrhea lasting 3 or more months, FSH level
230 miU/mL and a negative serum -HCG pregnancy test, has been evaluated. New cases of ovarian failure
were reported more frequently in palients receiving bevacizumab (39.0% vs. 2.69%). After discontinuation of
bevacizumab treatment, ovarian function recovered in a majority of women (86%). Long term effects of the
treatment with bevacizumab on fertiity are unknown.

Elderly Patients:
In randomised cinical tials, age > 65 years was associated wilh an increased ris of developing arteia
accidents (CVAS), ks (TIAs) and
myocardial nfarctions (Mis). Other reactions with a higher frequency seen in patients over 65 were grade
3-4leucopenia and thrombocytopenia; and all grade neutropenia, diarthoea, nausea, headache and fatigue
as compared to those aged < 65 years when reated with bevacizumab (see section Special Warnings and
Special Precautions for Use and under Thromboembolism). From a clinical trial in patients with metastatic
colorectal cancer (study AVF2107), no increase in of other reactions,
perforation, wound healing complications, congestive heart failure, and haemorrhage was observed in
elderly patients (> 65 years) receiving bevacizumab as compared to those aged < 65 years treated with

Laboratory Abnormalites:
Decreased neutrophil count, decreased white blood cell count and presence of urine protein may be
associated with bevacizumab treatment. Across clinical trials, the following Grade 3 and 4 laboratory

locally ecurent and mesastatc breastcaneer s, e
in up o 1.1% of patients receiving bevacizumab compared with up to 0.99% of patients in the control arms.
In the tudy of patiens wih relapsed loblastoma (study AVEST08g), the ncdence of post operative

chemotherapy regimens in multiple indications, by MedDRA system organ clas:
frequency category for each adverse drug reaction is based on the following oo very common (z
1/10); common (21/100 to <1/10); uncommon (21/1,000 to <1/100); rare (110,000 to <1/1,000); very rare
(<1/10,000). These reactions had occurred either with at least a 2% difference compared to the control arm

id leak) was 3.69% in
patients treated with single agent bevacizumab and 1.3% in patients treated wm bevacizumab plus
irinotecan.

\d Special Precautions for Use).

(NCI-CTC [common toxicity criteria] Grade 3-5 reactions) or with at least a 10% tthe
control arm (NCI-CTC Grade 1-5 reactions), in at least ane of the major clinical rials. Adverse drug reactions.
are added to the appropriate category in the table below according to the highest incidence seen in any of
the major clinical trials. Within each frequency grouping adverse drug reactions are presented in the order
of decreasing seriousness. Some of the adverse drug reactions are reactions commonly seen with
chemotherapy, however, bevacizumab may exacerbate these reactions when combined with chemothera-
peutic agents. Examples include palmar-plantar erythrodysaesthesia syndrome with pegylated liposomal
doxorubicin or capecitabine, peripheral sensory neuropathy with pacitaxel or oxaliplatin, nail disorders or
alopecia with paclitaxel, and paronychia with erlotinib.

incinial il with the exceplmn of study JO25567, the overall incidence of hypertension (all grades)
ranged uj in the bevacizumab containing arms compared with up to 14% in the control arms. The
overll incidonce of NOLCTC. Grade 3 and 4 hypertension (requiring oral anti-hypertensive medication) in
patents recening bevacizumab ranged Qmm 0.4% to 17.9%. Grade 4 hypertension (hypertensive crisis)

tients treated wi P Up10.0.2%
of patients o v e same cnemomevapy alone.

n in patients treated with bevacizumab compared
to those in the control groups: decreased h lobi
decreased white blood cell count, increased prothrombin time and normalised ratio. Clinical trials have
shown that transient increases in serum creatinine (ranging between 1.5-1.9 times baseline level), both with
and without proteinuria, are associated with the use of bevacizumab. The observed increase in serum
creatinine was not associated with a higher incidence of clinical manifestations of renal impairment in
patients treated with bevacizumab.

Postmarketing Experience
“The following adverse drug reactions have been identified from postmarketing experience with bevacizumab
(Table 28) based on spontaneous case reports and literature cases. Adverse drug reactions are listed
according to system organ classes in MedDRA and the corresponding frequency category estimation for

Overdose
‘The highest dose tested in humans (20 mg/kg of body weight, intravenous every 2 weeks) was associated
with severe migraine in several patients.

Special Precautions for Storage
Store in a reffigerator (2 - 8°C). Do not freeze.
Keep the vial in the outer carton in order to protect from fight

Presentations
4 mLsolution in a vial (Type | glass) with a stopper (chlorobutyl rubber) containing 100 mg of bevacizumab,
16 mL solution in a vial (Type | glass) with a stopper (chiorobutyl ubber) containing 400 mg of bevacizumab.
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