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: AV AM AB Il Superiority of the Avastin -containing arms versus the chemotherapy alone arms in the overall compari- Overall survival Avastin Avastin + Irinotecan Table 13 Efficacy results from study GOG-0213 Table 16. Efficacy results from study GOG-0240 by Avastin treatment arm-related trends in the number of subjects who reported a TEAE, and the majority of TEAEs were :
! son was demonstrated in terms of progression-free survival in the ITT population (Table 3). Secondary Paclitaxel Paclitaxel/ Avastin Number of patients 85 82 Primary endooint Chemothera Chemotherany + Avastin considered unrelated or unlikely related to study drug. Treatment related TEAEs were reported by two [
: . ... PFS analyses, based on Independent Review Committee (IRC)- and ‘on-treatment’-based response (n = 354) (n = 368) nv IRF Inv IRF ry P - = 225 Py _237 subjects (4.2%) in total (aphthous ulcer and hepatic function abnormal), both with EU Avastin®. Safety :
| AVAMAB is a biosimilar to AVASTIN. assessments, confirmed the significantly superior clinical benefit for patients treated with Avastin Median OS m 248 26.5 Objective Response Rate 41.2% 28.2% 51.2% 37.8% Overall survival (08 _CP cPB Pri (n; - ) (n= ) profile is in line with the safety profile reported for the reference product Avastin® and consistent with |
| This medicinal product is subject to additional monitoring. This will allow quick identification of new safet (subgroup analyses shown in Table 3), consistent with the statistically significant benefit observed in the © |an° (months) : : 95% Gl (Inv) (306, 53°_3) o (399, 620.4) o _ (n = 336) (n=337) i rimary endpoint previous studies of other biosimilar drugs in Japanese healthy volunteers. The majority ofsubjects tested !
: information. Healthcare profersionaIs are asked to report any suspected adverse reactions. See sectioz pooled analysis. HR (95% CI) © 7202'8619046) 97,5% CI (IRF) E (18.5,40.3) - (26.5,50.8) Median OS (months) 373 426 Overall survival - | negative for ADA at all timepoints. Where subjects tested positive for ADA, all positive results were transient |
o . ’ re2; 1. Hazard ratio (95% CI) 0.823 [CI: 0.680, 0.996] Median (months) 12.9 16.8 and of a low titer value. The incidence of ADA was similar between subjects who received the MB02com- I
! . P . "
! Undesirable Effects for how to report adverse reactions. Table 3 Key efficacy results for the superiority analysis (ITT population, Study NO16966) p-value 0.1374 Secondary endpoints p-value 0.0447 Hazard ratio [95% ClI| 0.74 [0.58, 0.94] pared to the reference product EU Avastin®. Subjects with positive ADA did not showany safety signal of !
| Composition Endpoint (months) FOLFOX-4 or FOLFOX-4 or XELOX p-value Advanced, metastatic or recurrent Non-Small Cell Lung Cancer (NSCLC) Progression-free survival (months) Secondary endpoint i (p-value® = 0.0132) concern nor impact in their PK profile in terms of clearance. I
: Each mL of concentrate contains 25 mg of bevacizumab*. XELOX + placebo + Avastin The safety and efficacy of Avastin in the first-line treatment of patients with non-small cell lung cancer “g§$agl 3 g% 9 ) 325 8 5 (?88 5 4 f% ) Progression-free survival (PFS) CcP CPB Secondary endpoints :
| Each 4 mL vial contains 100 mg of bevacizumab. (n=701) (n = 699) (NSCLC) other than predominantly squamous cell histology, was studied in addition to platinum-based (95% CI) (3.0,69) (29.58) (5.0.82) (4.4,6.2) (n = 336) (n =337) Progression-free survival BE,VZ_QZ'A'M'B . . . L |
! Each 16 mL vial contains 400 mg of bevacizumab. Primary endpoint chemotherapy in studies E4599 and BO17704. Duration of objective respons Median PFS (months) 10.2 13.8 Median PFS (months)’ 6.0 | 8.3 T:gz|:o?:az\?:gzls2:br?al:g;?q'if::j(gg\jg;g)a::gz?n?iﬁgﬁc:s \zizll'fgithexF;r:a':rg'fETS”:;ZS:EL?;;;?::Z |
| For dilution and other handling recommendations, see section Special precautions for disposal and other Median PFS** 8.0 | 94 0.0023 E4599 S\T?thS) 8.1 5.6 83 43 Hazard ratio (95% Cl) 0.613 [Cl: 0.521, 0.721] Hazard ratio [95% CI] 0.66 [0.54, 0.81] FAvastin®) in combination with FOLFOX or FOLFIRI as firstline treatment in patients with metastatic |
! handling. Hazard ratio (97.5% CI)? 0.83 (0.72 - 0.95 edian Eox ’ Eox 5 x -value < 0.0001 (p—value5 < 0.0001) . . . . . !
| Seconzaw enldpf)im.s % Cl) .83 (0. .95) E4599 was an open-label, randomised, active-controlled, multicentre clinical trial evaluating Avastin as (95% CI) (557) 80,58 (557 @27 pObjective response rate cP* cPB* Best overall response ColglRe(;t;IE(\J/aZr;(;er (g]gRCZ.' :ghs ?;Im:ry Q?G(;t:jv? of thz_ S“:.dy |s.ttr(:f<|:ompare .tlhT pharmgcohgehc I('PIK) |
% i i i i i i i ° first-line treatment of patients with locally advanced, metastatic or recurrent NSCLC other than predominant- ; protiie o and Avastin’, both administered in combination with fluorouracil, leucovorin and oxalipla-
: Hzi;/:gftgnslzlr)yi;l;ecommnant humanised monoclonal antibody produced by DNA technology in Chinese Median PFS (on treatment)™ 79 [ 104 < 0.0001 ly squamous ool histglogy y p 3\‘;2222 survival (months) 93 8.8 (n = 286) (n =274) Response rate? . 76 (33.8%) 103 (45.4%) tin (FOLFOX, any of its versions) or fluorouracil, leucovorin and irinotecan (FOLFIRI). The secondary :
. - . A . - - f 0, 0, 0, 0, 0, . . e " .
| Active ingredient: Bevacizumab 25mg/ml Hazard ratio (97.5% Cl) 0.63 (0.52 - 0.75) Patients were randomized to platinum-based chemotherapy (paclitaxel 200 mg/mPPP 2PPP and carbopla- (95% Cl) (827) (7.87) No. (%) of pts with objective respons (CR,PR) 159 (55.6%) 213 (77.7%) 95% C for response rates [27.6%, 40.4%] 0[38'8 %, 52.1%] objectives areto evaluate and compare add|t|on’c_1I®PK parameters not covered by the primary endpoint; to !
! Median FPS (Indep.review)** 8,5% ‘ 1% < 0.0001 tin AUC = 6.0, both by IV infusion) (PC) on day 1 of every 3-week cycle for up to 6 cycles or PC in combina- p-value < 0.0001 le:erence |n. responsg rates 11.60A) _ compare thzaT safety profile of BEVZQZ and Ayastln , both administered l|n®(.:omb|nat|on with FOLFOXl(anly) ‘
| List of excipients: Hazard ratio (97.5% Cl) 0,70 (0,58-0,83) tion with Avastin at a dose of 15 mg/kg IV infusion day 1 of every 3-week cycle. After completion of six cycles ORR was determined using modified McDonald criteria ; Inv = Investigator’s assessment; IRF *Intent-to-treat population with measureable disease at baseline 95% f:l for difference in response (2.4%, 20.8%] ?erch?anFel ilz’tet(()otg)l'\r:])p:r:z ﬂr]oe ::sr:ii:?gggI:S}r,vi(\J/faI?E::/g?f)e?vcge’:\:ﬁztgr;d?)r:iz?d ;:;r;r;f;tt;\"em:bjectlve |
| Trehalose dihydrate Overall responserate (invest. 49.2% 46.5% of carboplatin-paclitaxel chemotherapy or upon premature discontinuation of chemotherapy, patients on the = Independent Review Facility Treatment with Avastin at 15 mg/kg every 3 weeks in combination with chemotherapy (carboplatin and rates ; Botz BEVZ92 and Avastin w¢gare to be administered at the initial dose of 5 ma/ka every 2 weeks. initially as ‘
! Monobasic sodium phosphate monohydrate nent)** Avastin + carboplatin— paclitaxel arm continued to receive Avastin as a single agent every 3 weeks until * Upper limit of the confidence interval could not be obtained paclitaxel) for 6 and up to 8 cycles then followed by Avastin as a single agent resulted in a clinically meaning- p-value (Chi-squared test) 0.0117 a 90-minute intravenous (IV) infusion. If well tolerated. the next infusion wasgtogbe ir\yen over & 60-mir)1/ute !
: Disodium phosphate Overall responserate (Indept. 37.5% 37.5% disease progression. 878 patients were randomised to the two arms. ful and statistically significant improvement in OS compared to treatment with carboplatin and paclitaxel , ) ) iod: thereafter. these d : be ai 30 mi i well tol 4D 9 duction of BEVZ92 i
£ | Polysorbate 20 W) During the study, of the patients who received trial treatment, 32.2% (136/422) of patients received 7-12 In study AVF3708g, six-month PFS based on IRF assessments was significantly higher (p<0.0001 alone. Kaplan-Meier estimates. period; thereatter, these drugs were to be given over 30 minutes if well tolerated, Dose reduction o !
£ | Wi Y f Review) administrations of Avastin and 21.1% (89/422) of patients received 13 or more administrations of Avastin Y 9 f % 9 v go/ (p ) 2 Patients with best overall response of confirmed CR or PR or Avastin® for adverse events (AEs) was not permitted, and therapy should be delayed or permanently |
2 ater for injections Median overall survival* 19.9 212 0.0769 s ] 117 ) > : compared withhistorical controls for both treatment arms: 42.6% in the Avastin arm and 50.3% in the Avastin 2 0r0, } ) ’ ) h . PR ) i L ) - : ) ‘
: 1 o i 575% G w55 076 1 T iy andcintwasdstanof Suhsl, Rsubs e preseted Tl . o nnctecan {vesiglor ssessment 43.5% n the AV am and 57 0% e Avsin pos  AVEAISSg B e oon s ‘
| Pharmaceutical Form - - - - ) irinotecan arm). Objective responserates were also significantly higher (p<0.0001) compared with historical The safety and efficacy of Avastin in the treatment of patients with platinum-sensitive, recurrent epithelial 5 pprox:(ma € °,f dor fhierence of two rates using Hauck-Anderson method. tions/dsr;iscence a’strointestinal erforation ’figtulae and h ersen‘;itivs rg;ictions FOLFgX (anp) or !
: Concentrate for solution for infusion (sterile concentrate). Colourless to yellowish or brownish liquid with * Overall survival analysis at clinical cut-off 31 January 2007 Table 7 Efficacy results for study E4599 controls for both treatment arms: 28.2% inthe Avastin arm and 37.8% in the Avastin plus irinotecan arm ovarian, fallopian tube or primary peritoneal cancer, who have not received prior chemotherapy in the og-rank test (stratified). FOLFIRI were to'bg chosen as per rnvesti ato‘r criteria Based o)rl1pthe hos italystandard o.f care. The oxa)I/i - :
| opalescence. **Primary analysis at clinical cut-off 31 January 2006 Arm 1 Arm 2 (investigator assessment: 41.2% in the Avastin arm and51.2% in the Avastin plus irinotecan arm). recurrent setting or prior Avastin treatment, was studied in a phase Il trial randomized, double-blind, A b Clinical Studi fin dose was {o be kept fixed aFt) 85 m /mgz in the first dose. Dose redustions were allowed foﬁluorourgcil |
! @ relative to control arm ; ; ; ; + i The majority of patients who were receiving steroids at baseline, including responders and non-responders, placebo-controlled trial (AVF4095g). The study compared the effect of adding Avastin to carboplatin and Avamab Linical studies o De kep mg ; ) " ’ !
| . . Carboplatin/ Paclitaxel Carboplatin/ Paclitaxel + Avastin MB02-A-02-17 oxaliplatin and irinotecan (depending the regimen selected — FOLFOX or FOLFIRI) according to the |
Pharmacological Properties 15 ma/kg g 3 K were ableto reduce theirsteroid utilization over time while receiving Avastin treatment. The majority of gemcitabine chemotherapy and continuing Avastin as a single agent to progression to carboplatin and . . : . . . S X X L - |
| Pharmacodynamic Properties ECOG E3200 M9 g 3 Wesks atients experiencing an objective response or prolonged PFS (at week 24) were able to maintain or emcitabine alone This was a Phase 1, double-blind, randomised, parallel-group, single-dose 3 arm study to investigate and indications in the corresponding Summary of Product Characteristics. Each cycle of BEVZ92 and Avastin® |
! Y This was a phase Ill randomised, acfive-controlled, open-label study investigating Avastin 10 mg/kg in Number of patients 444 434 En rove thgir neurogo nitiveJ functions’?/vhile on gtud ?reatment compared to baseline. The majority of /%total of 484 atiénts with measurable disease were randomized in equal portions to either: compare the PK, safety, and immunogenicity profile of MB02 with US and EU Avastin® in healthy male plus FOLFOX (any) or FOLFIRI was tfo be repeated every 2 weeks until progressive disease (PD), ‘
‘ Mechanism of action combination with leucovorin with 5-fluorouracil bolus and then S-fluorouracil infusional, with iv oxaliplatin Overall survival z nts that remain dgin the study and were proar }II N free at 24 w P ks. had a Kamofsky per er }; . Carboplafi pAUC4 Dav 1) and tabine (1000 ma/m2 on D d y P 4 8) and concurrent placeb subjects, conducted at 2 sites in the United Kingdom. Healthy male subjects aged between 18 and 55 years, unacceptable toxicity, or withdrawal of consent. \
: Bevacizumab is a recombinant humanised monoclonal antibody that selectively binds to and neutralises the (FOLFOX-4), administered on a 2-weekly schedule in previously treated patients (second line) with Median (months) 103 \ 123 Sgtss ?KPg) tﬁatie:\ained it:buley and were progression free & ©eks, had & Rarmolsky performance e:er og 3[:;&8 for 6’an2yu )t:?o gecrlli ?onlg\iéd b Irgger}:o a?gne?l);lstil diasr;ase) arg rz:g;irfrnun‘;xz E inclusive, with body mass index between 18.5 and 29.9 kg/m2, inclusive were included in this study. It was Pharmacokinetic Results: |
| biologic activity of human vascular endothelial growth factzr (VEGF) Be)\llacizumab contains human advanced colorectal cancer. In the chemotherapy arms, the FOLFOX-4 regimen used the same doses and Hazard ratio 0.80 (p = 0.003) ' ablenzoxicit P 4 P prog P planned to randomise 114 subjects (in order that at least 108 completed the study), to one of 3 treatment For the PK analysis, all the PK data compiled from the EP population was taken into consideration; I
‘ 9 y ; : i o9 . e anti . schedule as shown in Table 4 for Study NO16966. 95% CI (0.69; 0.93 o ; i ; i e - ' arms in a 1:1:1 ratio. A total of 114 subjects entered and 113 subjects completed the study. Data for all therefore, the PK population comprised 55 subjects in the BEVZ92 arm and 61 subjects in the Avastin® arm. !
| framework regions with antigen binding regions of a humanised murine antibody that binds to VEGF. B N B . . - % Cl (0.69; 0.93) Epithelial ovarian, fallopian tube and primary peritoneal cancer + Carboplatin (AUC4, Day 1) and gemcitabine (1000 mg/m2 on Days 1 and 8) and concurrent Avastin (15 . . . . : L " . e L L y !
) f h ) ) ’ The primary efficacy parameter of the trial was overall survival, defined as the time from randomization to : ; . . - subjects entered into the study were included in the PK, safety and immunogenicity analyses. Doses of 3 For the primary PK endpoint, both treatments exhibited a similar serum concentration-time profile. On Cycle
! Bevacizumab is produced by recombinant DNA technology in a Chinese Hamster ovary mammalian cell . ) . . Progression-free survival Front-line treatment of ovarian cancer mg/kg Day 1) every 3 weeks for 6 and up to 10 cycles followed by Avastin (15 mg/kg every 3 weeks) alone ) Y , Y 9 Y Y p Y P P v ‘
I . ) " ) P L death from any cause. Eight hundred and twenty-nine patients were randomized (292 FOLFOX-4, 293 - ) L ) ) ) L ) ) 9'xg Day Yo A Y 9/kg every mg/kg MB02 (Batch #17A043), US Avastin® (Batch #3155155 and #3240772) and EU Avastin® (Batch 1, BEVZ92 and Avastin® exhibited a concentration time profile that was characterized by a decrease in I
| expression system and is purified by a process that includes specific viral inactivation and removal steps. Avastin + FOLFOX-4 and 244 Avastin monotherapy). The addition of Avastin to FOLFOX-4 resulted in a Median (months) 4.8 \ 6.4 The safety and efficacy of Avastin in the front-line treatment of patients with epithelial ovarian, fallopian tube until disease progression or unacceptable toxicity B8027HO1 and B8034H02) were administered as a slow intravenous (IV) infusion, (duration approximately serum drug concentration after the end of infusion, following a first order elimination with Cmax of 120.000 |
: S:Xig:;ﬁm;g?ﬁ;ﬁ;ﬁsz E:ntiir;';ov?éd; ts?ti rheise:t:::lli(l:tﬂa;rzel?géog:fhpgosﬂ?:gzlzf19?1?{331%&?“};2“: statistically significant prolongation of survival. Statistically significant improvements in progression-free Hazard ratio 0‘;‘55 (p <0.0001) gepiTeacrtyo‘ﬁE:)r;?jzlit‘i:::f)?r/-\\,\\llzrseii:t?:f:rtlar;:)\fa?ir?r;sde;llalctﬂgie(lecgripgig ?;(tjhz(iagnogti\ ;?Z:);or’:;‘: Z: The primary endpoint was progression-free survival based on investigator assessment using RECIST 90 minutes). ng/mL and 123.000 ng/mL, respectively, AUC0-336 of 16500000 and 16600000, respectively, and median |
| Noutratisima the biolaio actvity of VEGF reducss the vasculariaation of tmours. thareby mhibiting timou: survival and objective response rate were also observed (see Table 4). 95% Cl (0.56; 0.76) alone criteria. Additional endpoints included objective response, duration of response, safety and overall survival. Tmax of 3.50 hours (1.45-50.0) and 3.50 hours (1.22-7.73), respectively. On Cycle 7, steady state was !
| rowth Ad?ninistratiog of beva)(,:izumab or its parental murine antibody to xenotrans Iantymodels gf cancer Overall response rate ’ An independent review of the primary endpoint was also conducted. The results of this study are summa- Pharmacokinetic results: reached, and the behavior of both products was also highly similar. BEVZ92 and Avastin® exhibited a |
w .?1 nude mice resulted in extensive anti tumoufacﬁvity in human Cancgrs including C‘:)lon breast, pancreas Table 4 Efficacy Results for Study E3200 Rate (percent) | 12.9 \ 29.0 (p < 0.0001) G0G-0218 rized in Table 14. Following the 90-minute IV infusion of 3 mg/kg doses of MB02, US or EU Avastin® on Day 1, the maximum concentration-time profile that was characterized by Cmax of 195.000 ng/mL and 200.000 ng/mL, ‘
| i ’ ) = . . N . . . . . . |
| and prostate. Metastatic disease progression was inhibited and microvascular permeability was reduced. E3200 BO17704 The GOG-0218 study was a Phase Il multicenter, randomized, double-blind, placebo controlled, three arm Table 14 Efficacy Results from Study AVF4095g obze‘[vr:ed serufm ctr)]ncentrah;)_n? of bevsamzumlab l\;\_/ere delaygd, W't: mled|an tmex oceurring beth;;nhZ.S‘l rgs(;)gitévglzy, A;Jg%osi of 329(%)?2% 5aond 3570(:.00?’ _lr_ispt()acrt:ve_ly, and _m(_eld|anﬂ Tr:'nax ?:1 25t5 hofurs I
: FOLFOX-4 FOLFOX-4 + Avastin® Study BO17704 was a randomised, double-blind phase Il study of Avastin in addition to cisplatin and study evaluating the effect of adding Avastin to an approved chemotherapy regimen (carboplatin and ag thourts ite;t- ?sﬁart oAfItn usmn.hAeve(r:a > ]egts ex%enence ° onge;r t-e e '2 trT-aX’duP © bi hourls in-ti _n flr b)etlrr:c : | 1°u,:Z (c' |_ 7 Aft ); ;Espe:dwef?,r;f ;ene :\gorlwa; SImrlzrinretln <\e’r c;garrrl\ lr)nlc r:anr?t?r_ :
| Clinical efficacy and safety Number of patients 292 293 gemcitabine versus placebo, cisplatin and gemcitabine in patients with locally advanced, metastatic or paclitaxel) in patients with optimally or sub-optimally debulked Stage IIl or Stage IV epithelial ovarian, Progression-free survival mamer. St: 0| W tUSIOI'L I Ie'r 'reat(': Ingh ma)'(I"ho 3sew7k SI\e/rLchm COI’;CQHBBZIOHZ ESC/-I\ne t'ln@aI :jpthasg tioisoslof/)vl geclin):ziein aa ener)gile bi haseic mea:ner(: toutls'lgla(thtimy: eoir;tsoi ;36 hiu?’g(é c?e Bcor:(?os:)- |
I Metastatic Colorectal Cancer(mCRC) Overall survival recurrent non-squamous NSCLC, who had not received prior chemotherapy. The primary endpoint was fallopian tube or primary peritoneal cancer. Investigator assessment* IRC assessment marknelrvw(; a sfo;vu em(;lrbasilmln_a :@on P a?)e-h e lr;g gb' osgol U an i VZTJICT ,ar:j c e ith th tyr‘[ f the eli g i yh P ing b f 24 and 128 h t-start yf inf P! ™ ' !
} The safety and efficacy of the recommended dose of Avastin (5 mg/kg of body weight every two weeks) in Median (months) 108 130 progression free survival, secondary endpoints for the study included the duration of overall survival. Placebo + C/G | Bevacizumab + C/G | Placebo + C/G | Bevacizumab + C/G mg hg 900°Scel‘f’ o an Yalst'" - were °tLS°°"S' ere .'Oe‘f‘”"’a”e?’)“ in terms of the . "S an .mag w te.s ar o ) e '.°"t.p ar‘:‘elf‘?.?"“tr;'/"zg e.‘”ée”l i °b“r§Np°S 33/232 n ZS/';’"' i ' !
| metastatic carcinoma of the colon or rectum were studied in three randomised, active-controlled clinical trials 5 Patients were randomised to platinum-based chemotherapy, cisplatin 80 mg/m2 i.v.infusion on day 1 and A total of 1873 patients were randomized in equal proportions to the following three arms: n =242 n =242 n =242 N = 242 as the % or the geometric least square (LS) means ratios for all 3 parameters were fully containe geometric mean terminal elimination half-life (1/2,ss) in Cycle 7 was similar between BEVZ92 and Avastin®, |
B e - S o f ) - 95% Cl 10.12 - 11.86 12.09 - 14.03 PP, iV, infusi £ P : ( ) ( ) ( ) ( ) within the predefined bioequivalence limits of 0.80 to 1.25, while the statistical comparison of 3 mg/kg IV with values of 294 and 289 hours, respectively; however this was highly variable in individual patients, |
: in combination with fluoropyrimidine-based first-line chemotherapy. Bevacizumab was combined with two Hazard ratio® 0.751 gemcitabine 1259 mg/m2 !-v. Infusion on days 1and 8 o every 3—yveek cycle for up to 6 cycles (CG) with « CPP arm: Placebo in combination with carboplatin (AUC 6) and paclitaxel (175 mg/m?) for 6 cycles dose of MB02 and US Avastin® was not considered to demonstrate bioequivalence as the 90% CI of ranging from 141 to 599 hours and 161 to 593 hours in each arm, respectively. The terminal elimination |
: chemotherapy regimens: : placebo or CG with Avastin at a dose of 7.5 or 15 mg/kg IV infusion day 1 of every 3-week cycle. In the - ) ' . 00 ; vloequivalen > N 9ing ! ’ ! 1 Y- | ‘
! : ~ AVF21070 A weekly schedule of irinotecan/bolus 5.1 Wolinic acid (IFL) for a total of 4 weeks of (p-value = 0.0012) Avastin -containing arms, patients could receive Avastin as a single-agent every 3 weeks until disease followed by placebo alone, for a total of up to 15 months of therapy Median PFS 8.4 124 8.6 12.3 geometric LS means ratios were not fully contained within the bioequivalence limits, with the upper Cl phase was not fully characterized on Cycle 7 patients, with the majority of t1/2 calculated over a period less |
— AVAMAB each 6 wgék cv;/lceli Y sehedule of inotecan/bolus S-fluorouraciffolini acid (IFL) for a total of 4 weeks o Progression-free survival progression or unaccepta’ble toxicity. Study results show that 94% (277/296) of eligible patients went on to + CPB15 arm: Five cycles of bevacizumab (15 mg/kg q3w started cydle 2) in combination with carboplatin (months) exceeding the 1.25 limit for all 3 parameters. Due to variability in the actual protein content between the than twice the resultant t1/2. The statistical assessment of bioequivalence between BEVZ92 and Avastin® ‘
: -~ . n ) i 2 : i i i i H i 0, i 07,0y 78 0 0 o o
- : : . AVF0780g: In combination with bolus 5-fluorouracilffolinic acid (5-FUIFA) for a total of 6 weeks of each 8 Median (months) 45 [ 75 receive single agent Avastin at cycle 7. A high proportion of patients (approximately 62%) went on to receive (AUC 6) and paclitaxel (175 mg/m?) for 6 cycles followed by placebo alone, for a total of up to 15 months Hazard ratio 0.484 [0.388, 0.605] 0.451 [0.351, 0.580] study drugs and study drug batches which had the potential to influence the study results, protein-adjusted showed ratios (and 90% Cls) of geometric means c:;f 99.4%% (90.5%-109%) and 100% (90.2%~112%) for :
— u : ) Hazard ratio 0.518 a variety of non protocol specified anti-cancer therapies, which may have impacted the analysis of overall of therapy (95% Cl) AUC(0-»), AUC(0-t), and Cmax were also derived. The 3 mg/kg IV dose of MB02 and EU Avastin®, MB02 AUCO0-336h and AUCss, respectively. Thus, the 90% Cls for the test to-reference ratios of these exposure i
% E Bevac IZuma b X\ii‘;—fgl? (lROSWiI! Park regl:nsnl). 5-FUFA | of 6 weeks of each 8 week-cvdle (Roswell Park (p—valué < 0.0001) survivaly ' Y Y + CPB15+ arm: Five cycles of bevacizumab (15 mg/kg q3w started cycle 2) in combination with carboplatin p-value < 0.0001 < 0.0001 and US Avastin® and EU and US Avastin® were all considered bioequivalent in terms of the protein adjusted parameters were within thepredefined bioequivalence acceptance range of 80.00~125.00%. All secondary |
= [Sgp— i F2192g: In combination with bolus 5- for a total of 6 weeks of each 8 week-cycle (Roswell Par — : y ' (AUC 6) and paclitaxel (175 mg/m?) for 6 cycles followed by continued use of bevacizumab (15 mg/kg — AUCs and Cmax as the 90% Cl for the geometric LS means ratios were fully contained within the predefined PK endpoints were also similar between the two treatment groups. !
o @ | : h | did for first-1 Objective response rate The efficacy results are presented in Table 8. . Objective responserate ' ° s K X |
el 2 S mm | I solution : regimen) in patients who were not optimal candidates for first-line frinotecan treatment. ] P q3w) as single agent for a total of up to 15 months of therapy. I osioat - RC : bioequivalence limits of 0.80 to 1.25 for all 3 comparisons. Efficacy Results: ‘
o @ o For Infusion ! Three additional studies with Avastin have been conducted in mCRC patients: first-line (NO16966), Rate 8.6% | 22.2% Table 8. Effi Its for trial BO17704 ) ) ) ) ) ) ) o nvestigator assessmen assessmen The distribution of best overall response categories was relatively similar between both arms, with a similar |
< I:(—_ S mm | i second-line with no previous Avastin treatment (E3200), and second-line with previous Avastin treatment (p-value < 0.0001) able 0. Erticacy resulls for tria The primary endp.c'nntwasl Progression Fre'e Su;vwal (EFS) based on investigator's assessment of radiologi- Placebo + C/G | Bevacizumab + C/G | Placebo + C/G | Bevacizumab + C/G Safety and immunogenicity: proportion of inevaluable patients. The ORR was 45% (95% Cl, 33% to 57%) for BEVZ92, and 52% (95% :
§ g = i . following disease progression in first-line (ML18147). In these studies, Avastin was administered at the =10 mg/kg every 2 weeks. Cisplatin/Gemaitabine Gisplatin/Ge moitabine | Cisplatin/Gemaitabine _rlz_ileslt’;:snusiislr:)fag]?lstusatr:j,danalredgl;:;r;gls:;;zvifv_lgaobl;h:;pnmary endpoint was also conducted. _ . (n= 2212) (n= 2;12) (n= 2:12) (n= 2:12) Single 3 mg/kg IV doses of MB02, US Avastin® and EU Avastin® were generally well tolerated in healthy Cl, 40% to 64%) for Avastin®. The clinical benefit rate was 87% (95% Cl, 77% to 94%) for BEVZ92, and 92% I
7 o ! ?‘ i following dosing regimens in combination with FOLFOX-4 (5-FU/LV/oxaliplatin), XELOX (capecitabine/oxal- > Relative to control arm. + placebo + Avastin Avastin v : % pts with 57.4% 78.5% 53.7% 74.8% subjects, with one subject reporting a possibly related serious adverse event (SAE). Overall, 77 subjects (95% Cl, 83% to 97%) for Avastin®. Although efficacy is evaluated as a descriptive secondary endpoint, the !
s — | ?( KALBE | iplatin), and fluoropyrimidine/irinotecan and fluoropyrimidine/oxaliplatin: o ) ) ' ) ) ) 75malka a 3 weeks 15 ma/ka a 3 weeks ) objective (67.5%) reported 230 TEAEs, of which 17 subjects (14.9%) reported 27 events considered possibly, ORR shown by subjects treatedwith the biosimilar (BEVZ92) in combination with FOLFOX or FOLFIRI is |
o | : « NO16966: Avasti /kg of bod igh 3 ks i binati ith oral itabi d No significant difference was observed in the duration of overall survival between patients who received - SR 97g 4 Table 11. Efficacy results from study GOG-0218 response probably, or definitely related to study treatment. A similar number of subjects reported TEAEs in each comparable to the ORR of subjects treated with the same combination in the control arm with the reference I
w : : Avastin 7.5 mg/kg of body weight every 3 weeks in combination with oral capecitabine an : R . : . S Number of patients 347 345 351
2 : 3 intravenous oxaliplatin (XELOX) or bevacizumab 5 mg/kg every 2 weeks in combination with leucovorin Avastin monotherapy ;:ompareg toApatlents treatﬁd with FOLFOX-4. P(;’Ogriss;gg["’:eg;liw'Va' and objective Progression-froe sunival Progression-free survival’ p-value < 0.0001 < 0.0001 treatment arm of the study, and Fisher’s exact tests yielded p-values greater than 0.05 for all pairwise product, Avastin®. !
Qo : b P . e - response rate were inferior in the Avastin monotherapy arm compared to the -4 arm. lon- urviv val** i for th i f t f subjects with TEAEs. Th ber of TEAE h Safety & Immunogenicity Results:
> O R : plus 5-fluorouracil bolus, followed by 5-fluorouracil infusion, with intravenous oxaliplatin (FOLFOX-4). - Overall survival comparison for the comparison of percentages of subjects wi s. The number o s was however y g y : i
T ! : + E3200: Avastin 10 mg/kg of body weight every 2 weeks in combination with leucovorin and 5-fluorouracil Median (months) 61 6.7 6.5 ?PP CI?B15 CP_B15+ Placebo + C/G Bevacizumab + C/G higher in the US Avastin® treatment arm than in the MB02 and EU Avastin® arms respectively. The majority With regard to attributed relationship to treatment, 113 patients had at least one TEAE that was considered |
E : ‘ bolus, followed by 5-fluorouracil infusion, with intravenous oxaliplatin (FOLFOX-4) in Avastin-naive ML18147 ' N o . (p = 0.0026) (p = 0.0301) i (n = 625) (n = 625) (n=623) (n = 242) (n = 242) of TEAEs were considered Grade 1 (mild), and not related or unlikely related to study treatment. A single as not related, and 131 had at least one TEAE that was considered as related. A total of 858 treatment-relat- |
o - patients. This was a Phase IIl randomized, controlled, open-label trial investigating Avastin 5.0 mg/kg every 2 weeks Hazard ratio 0.75 0.82 Median PFS (months) 106 16 147 Nedian O3 229 36 subject (administered US Avastin®) experienced a severe (Grade 3) SAE. No subjects discontinued due to ed TEAEs have been reported in the study thus far (392 in the BEVZ92 arm and 466 in the Avastin® arm). |
% == 19TV * + ML18147: Avastin 5.0 mg/kg of body weight every 2 weeks or Avastin 7.5 mg/kg of body weight every 3 or 7.5 mg/kg every 3 weeks in combination with fluoropyrimidine-based chemotherapy versus fluoropyrimi- [0.62; 0.91] [0.68; 0.98] Hazard ratio (95% Cl)* 0.89 0.70 © I?r? ’ : an AE. The majority of TEAEs resolved without treatment. The most commonly reported TEAE for all As a general rule, the numbers of patients in each SOC that had treatment-related TEAEs reported were |
n = | ’é weeks in combination with fluoropyrimidinefirinotecan or fluoropyrimidine/oxaliplatin in patients with dine-based chemotherapy alone in patients with metastatic colorectal cancer who have progressed on a Best overall response 201% 34.1% 30.4% (0.78, 1.02) (0.61, 0.81) (months) _ causalities was headache, reported by 22 (19.3%) subjects in total. The most common drug-related TEAE relatively similar to those for TEAEs regardless of causality; however, this was not the case for infections ‘
E4 Smm : disease progression following first-line treatment with Avastin. Use of irinotecan- or oxaliplatin-containing first-line Avastin containing regimen. Patients with histologically confirmed mCRC and disease progression rate ® (p < 0.0001) (p = 0.0023) p-value®* 0.0437 < 0.0001 Hazoard ratio 0.952 [0.771, 1.17€] reported was nausea, reported by 4 subjects (3.5%) in total, with no TEAE considered possibly, probably or and infestations, for which the numbers were less than half for treatment-related TEAEs than for TEAEs |
E Emm | regimen was switched depending on first-line usage of either oxaliplatin or irinotecan. were randomized 1:1 within 3 months after discontinuation of Avastin first-line therapy to receive fluoropy- s patients with ble di  baseli Objective response rate® (95% CI) related to study drug reported by more than 5% of subjects overall. Five subjects (4.4%) experienced AEs regardless of causality; for the SOCs “investigations”, “metabolism and nutrition disorders” and “musculo- !
E 2 O mm uoisnju] Jo4 rimidine/oxaliplatin or fluoropyrimidinefirinotecanbased chemotherapy (chemotherapy switched depending patients with measurable disease at baseline ) CPB15 CPB15+ p-value 0.6479 related to out-of-range clinical laboratory evaluations. No time or treatment arm-related trends were skeletal and connective tissue disorders”, for all of which the numbers of patients with treatment-related |
o & o HEE uonnios L AvE2107 on first-ine chemotherapy) with or without Avastin. Treatment was given until progressive disease or Overall survival (n = 396) (n = 393) (n = 403) ) ) observed in mean supine systolic or diastolic blood pressure, pulse rate, respiratory rate, oral body tempera- TEAESs were close to 60% of those for TEAEs regardless of causality; and for the SOC categories with very [
£ Q - : Y Thi 9 hase Il randomised. double-blind. acti trolled clinical trial evaluating Avastin i bi unacceptable toxicity. The primary outcome measure was overall survival (OS) defined as the time from Median (months) 131 13.6 13.4 % pts with objective 634 66.2 66.0  Primary analysis ) ) . i ture or ECG parameters. The majority of subjects tested negative for ADA at all timepoints. A total of 2 few patients with TEAEs. Overall, 113 (81%) patients had at least one TEAEs not related to treatment |
g Z - ewnzigoeAs p o iswasapnase ' randomissd, double-biind, sctive-controled cinical M vauaiing Avasiin in comoina randomization unfil death from any cause. ’ - o - 0. ' ' ' Final overall survival analysis performed when approximately 73% of the patients had died subjects tested positive for ADA at baseline in the MBO2 and EU Avastin® treatment arms respectively, and reported: 58 (84%) patients in the BEVZ92 arm and 55 (77%) patients in the Avastin® arm. |
O Z mm i tion with IFL as first-line treatment for metastatic carcinoma of the colon or rectum. Eight hundred and (p = 0.4203) (p = 0.7613) response I . ;
9 o — I - : thirt tiont domised t ive IFL + placebo (Arm 1 IFL + Avastin (5 : M 2 K . . . . o Hazard ratio 093 103 | 02341 02041 total of 5 subjects tested positive for treatment induced ADA during the study: 2 subjects following adminis- Globally, 1.4 % of total samples resulted positive in the confirmatory assay, <1% in the BEVZ92 arm and :
5 = 3 riesn paten's were rancomised to recelve placebo (Arm 1) or IFL + Avastin (5 mg/kg every 2 weeks, A total of 820 patients were randomized. The addition of Avastin to fluoropyrimidine-based chemotherapy : ’ p-vaue : - MO022224 (AURELIA) tration of MB02, 2 subjects following administration of US Avastin® and 1 subject following administration of 2% in the Avastin® arm. Most of the positive samples were observed at baseline. Considering ADA develop- |
2 e Arm f’) A tf:]"d Q(T’OUP of 110 pat':fn;s recelVedfbt0|USf5AFU/'t:.A + '?:V;CIZﬁ:Tab (Arm 3). Enro'Tifl‘_t 'h” dA"m 3 resulted in a statistically significant prolongation of survival in patients with metastatic colorectal cancer who [0.78; 1.11] [0.86, 1.23] Overall_survival Study MO22224 evaluated the efficacy and safety of Avastin in combination with chemotherapy for EU Avastin®. The majority of positive treatment-induced ADA results were transient, occurring at a single ment after the administration of the study drugs, only 2 positive results (ADA de novo) were found in two |
| poowas -dlsc%n nue t EIS pre-speciiied, once sately of Avastin wi e regimen was estaplisned an have progressed on a first-line Avastin -containing regimen (ITT = 819) (see Table 5). Advanced and/or metastatic renal cell cancer (mRCC) cpp CPB15 CPBI15+ platinum-resistant recurrent ovarian cancer. This study was designed as an open-label, randomized, timepoint, and were of a low titre value. Two subjects reported positive nAb results; however, these were patients in the BEVZ92 arm. There was onepatient who showed positive results at baseline and in cycle 8, :
e e e ; $?]n3| ore acife’p avie. ble of the trial I ival. The addition of Avastin to IFL fted i ) BO17705 (n =625) (n = 625) (n=623) two-arm Phase il evaluation of Avastin plus chemotherapy (CT+BV) versus chemotherapy alone (CT). both transient. No effect on safety or PK was observed in subjects with positive ADA or nAb results. but no treatment-boosted ADA was shown. Among the three ADA-positive subjects, there were no signs or ‘
| ) T. ;:lnmlfryle F;?a"yt\’ar'a © o the r'a" was_ovlera surviva ¢ ¢ adadl |o|n Od vas |"n o resut ed in Table 5 Efficacy Results for Study ML18147 Median OS (months) 406 38.8 438 A total of 361 patients were enrolled into this study and administered either chemotherapy (paclitaxel, concern around the efficacy, safety (according with the safety profile for the RMP) or PK data. All but six !
| ?:bl|selc1a) y'l'srl.gmcllfrfligalmggenaesfss Iansor?eer:sjig“éa Y g\:c;?;ﬁszfrr;vl:le ;ng\sllvsae:nn inovaellra r;e-:pzzi?iidra eaiiseenet ML18147 Study BO17705 was a multicenter randomised, double-blind phase Il trial conducted to evaluate the Hazard ratio (95% Cl)? 1.07 (0.91, 1.25) 0.88 (0.75, 1.04) topotecan, or PLD) alone or in combination with Avastin : MB02-A-05-18 patients had grade 1 or 2 TEAEs, whereas grade 3 or 4 TEAEs were reported in 79 patients(40 in the |
| subgrou .s including those def}ned by age. sex yerformance statuys location of rimaf turr?our nurr?ber of Fluoropyrimidinelirinotecan or Fluoropyrimidine/irinotecan or efficacy and safety of Avastin in combination with interferon (IFN)-alfa-2a (Roferon®) versus IFN-alfa-2a p-value® 0.2197 0.0641 » CT Arm (chemotherapy alone): This was a Phase 1, double-blind, randomised, parallel-group, single dose 3-treatment arm study to BEVZ92 arm and 39 in the Avastin® arm). Grade 1 or 2 TEAEs, regardless of causality, were reported for |
: or Sns ir?vé)lved anc?duration of meta);ta?icydise;age ! p Y ’ Fluoropyrimidinefoxaliplatin Fluoropyrimidine/oxaliplatin alone as first-line treatment in mMRCC. The 649 randomized patients (641 treated) had clear cell mRCC, « Paclitaxel 80 mg/m2 as a 1-hour IV infusion on Days 1, 8, 15, and 22 every 4 weeks. investigate and compare the PK, safety and immunogenicity profile of MB02 with US and EU Avastin in 65 (94%) patients in the BEVZ92 arm and for 69 (97%) in the Avastin® arm; the corresponding figures for :
| Thge efficacy results of Avastin in combination with I.FL—chemotherap are displayed in Table 1 based chemotherap based chemotherap Karnofsky Performance Status (KPS) of 270%, no CNS metastases and adequate organ function. " Primary PFS analysis - Topotecan 4 mg/m2 as a 30-minute IV infusion on Days 1, 8, and 15 every 4 weeks. Alternatively, a healthy male subjects. A total of 114 subjects were stratified into 2 groups based on weight (stratum 1: = 60 grade 3 or 4 TEAES in the two arms were 40 (58%) and 39 (55%), respectively. Once again, the distribution |
] Y Y Y : Y + Avastin® Y IFN-alfa-2a (x3/week at a recommended dose of 9 MIU) plus Avastin (10 mg/kg g2w) or placebo was given 2 Events prior to Cycle 7 from the CPB15 and CPB15+ arms were pooled for the analyses 1.25 mg/m2 dose could be administered over 30 minutes on Days 1-5 every 3 weeks. to < 77.5 kg and stratum 2: 2 77.5 to < 95.0 kg) and then randomly assigned to one of the following 3 of TEAEs was relatively similar between the two study arms for the various SOC categories, and their |
: Table 1. Efficacy results for trial AVF2107g Numbsr of patients 410 209 until disease progression. Patients were stratified according to country and Motzer score and the treatment * Relative to the control arm; stratified hazard ratio « PLD 40 mg/m2 as a 1 mg/min IV infusion on Day 1 only every 4 weeks. After Cycle 1, the drug could be treatment arms in a 1:1:1 ratio: frequency appears consistent with the known AE profile of bevacizumab and FOLFOX/FOLFIRI chemother- :
| . - arms were shown to be well balanced for the prognostic factors. * One-sided log-rank p-value delivered as a 1-hour infusion. « Treatment Arm 1: MB02 as a 90-minute IV infusion apy. |
! AVF2107g Overall survival The primary endpoint was overall survival, with secondary endpoints for the study including progression-free * Subject to a p-value boundary of 0.0116 « CT+BV Arm (chemotherapy plus Avastin ): « Treatment Arm 2: Avastin sourced from the US, as a 90-minute IV infusion In conclusion, the results presented herein confirm the bioequivalence, in term of pharmacokinetics, of !
: Arm 1 IFL + placebo Arm 2 IFL + Avastin? Median (r.nonths). 9.8 11.2 survival. The addition of Avastin to IFN-alfa-2a significantly increased PFS and objective tumour response ° Patients with measurable disease at baseline + The chosen chemotherapy was combined with Avastin 10 mg/kg IV every 2 weeks (or Avastin 15 mg/kg « Treatment Arm 3: Avastin sourced from the EU, as a 90-minute IV infusion _BEV292 an_d_the reference product, Avastin®, and suggest no appreciable differences in their efficacy, |
I Number of patients 411 402 95% confidence interval 9-11 10-12 rate. These results have been confirmed through an independent radiological review. However, the increase 7 Final overall survival analy every 3 weeks if used in combination with topotecan 1.25 mg/m2 on Days 1-5 on a every 3 weeks immunogenicity or safety profiles. I
: Overall survival Hazard ratio (95% 0.81 in the primary endpoint of overall survival by 2 months was not significant (HR = 0.91). A high proportion of schedule). The study objective is to investigate and compare the PK profiles of MB02, US Avastin and EU Avastin to :
| - - confidence (p-value = 0.0062) patients (approximately 63% IFN/placebo; 55% Avastin /IFN) received a variety of non-specified, post-proto- The trial met its primary objective of PFS improvement. Compared to patients treated with chemotherapy establish bioequivalence between the 3 study arms. The secondary objectives of the study were evaluation MB02-C-02-17 (STELLA Study) |
| Median tlme (months) 156 203 interval) col anti-cancer therapies, including antineoplastic agents, which may have impacted the analysis of overall (carboplatin and paclitaxel) alone, patients who received front-line Avastin at a dose of 15 mg/kg q3w in Eligible patients had ovarian cancer that progressed within 6 months of previous platinum therapy. If a and comparison of derived PK parameters not covered by the primary endpoint for MB02,US Avastin and The study objective is to confirm clinical similarity between MB02 and EU-bevacizumab, a comparability !
: 95@ (;‘,I 14.29-16.99 18.46-24.18 Progression-free survival. combination with chemotherapy and continued to receive Avastin alone, had a clinically meaningful and patient had been previously included in a blinded trial with an anti-angiogenic agent, the patient was enrolled EU Avastin and to compare the safety profile and immunogenicity of MB02, US Avastin and EU Avastin. study was undertaken in the first-line treatment of stage I1IB/IV non- squamous non-small cell lung cancer :
| Hazard ratio 0.660 survival The efficacy results are presented in Table 9. statistically significant improvement in PFS. Although there was an improvement in PFS for patients who in the same stratum as those patients who were known to have previously received an anti-angiogenic Pharmacokinetic Results: Statistical analysis confirmed that the pairwise comparisons of MB02 versus EU (NSCLC). This multinational, double-blind, randomized, phase Ill study (STELLA) compared MB02 or I
| (p-value = 0.00004) Median (months) 21 l 57 received front-line Avastin incombination with chemotherapy and did not continue to receive Avastin alone, agent. Avastin, MB02 versus US Avastin and EU Avastin versus US Avastin were similar for the primary parame- EU-bevacizumab (15 mg/kg) administered with chemotherapy (paclitaxel 200 mg/m2 and carboplatin :
: Progression-free survival o (95° - 068 - Table 9. Efficacy results for trial BO17705 theimprovement was neither clinically meaningful nor statistically significant compared topatients who The primary endpoint was progression-free-survival, with secondary endpoints including objective response ters AUC(0-~) and Cmax, as the 90% ClI for the geometric LS means ratios were fully contained within the AUCS6) on Day 1 of every 3-week cycle for 6 cycles (Week 18), followed by MB02/EU-bevacizumab |
| Median time (months) 6.2 | 106 Hazard ratio (95% : received chemotherapy alone. rate and overall survival. Results are presented in Table 15. pre-defined bioequivalence limits of 0.80 to 1.25. Between-subject variability was low (< 25%) for MB02, US inblinded monotherapy until disease progression, unacceptable toxicity, death, withdrawal of consent or end |
: Hazard ratio 0.54 F:onfldence (p-value <0.0001) BO17705 Avastin and EU Avastin treatments with geometric CV% valuesfor AUC(0-~) and Cmax, ranging from 12.8 of study (Week 52). The primary efficacy endpoint was objective response rate (ORR) evaluated by an :
| (p-value < 0.0001) __interval) Placebo + IFN * | BV °+ IFN ° BO17707 (ICON7) Table 15. Efficacy Results from Study M0O22224 (AURELIA) to 24.8%. Statistical analysis confirmed that the pairwise comparisons of MBO2 versus EU Avastin, MB02 independent radiological review committee (IRC) at Week 18 (intent-to-treat population). Secondary |
| Overall response rate Objective Response Number of patients 322 327 BO17707 was a Phase lll, two arm, multicenter, randomized, controlled, open-label study comparing the . . versus US Avastin and EU Avastin versus US Avastin were similar for AUC(0-t), as the 90% CI for the LS endpoints included progression-free survival (PFS), overall survival (OS), safety and immunogenicity. !
! Rat 2/ 38 | 248 Rate (ORR) Progression-free survival effects of adding Avastin to carboplatin plus paclitaxel in patients with FIGO Stage | or IIA (Grade 3 or clear i i Primary Endpoint means ratios were fully contained within the pre-defined bioequivalence limits of 0.80 to 1.25. Between-sub- A total of 627 subjects were randomized 1:1 to MB02 (n = 315) or EU-bevacizumab (n = 312). ORR, |
| ate (%) - — - Rate 3,9% \ 54% Median (months) 54 10.2 cell histology only), or FIGO Stage 1IB - IV (all grades and all histological types) epithelial ovarian, fallopian Progression-Free Survival ject variability was low (< 16%) for MB02, US Avastin and EU Avastin treatments with geometric CV% for assessed by the IRC at Week 18, was comparable in MB02 (40.3%) and EU- bevacizumab (44.6%) groups. |
| (p-value = 0.0036) (p-value = 0.3113) Hazard ratio 95% CI 063 tube or primary peritoneal cancer following surgery, and in whom no further surgery was planned before cT CT +BV AUC(0-t), ranging from 12.4 to 15.6%. The primary and secondary PK-related objectives of this study were ORR risk ratio of 0.910 (90% CI 0.780 to 1.060; 95% Cl 0.758 t01.092) and ORR risk difference of -4.02 |
: s 5mglkg every 2 weeks 0.52 0.75 progression. (n=182) (n=179) achieved. Bevacizumab PK was characterized following single IV administration of 3 mg/kg MB02, US (90% CI1-10.51 to 2.47; 95% CI -11.76 to 3.71) were within the similarity predefined margins. There were no |
| b Relative to control arm ' 2 2.5 mg/kg/week (p—val.ue '< (')0001) A total of 1528 patients were randomized in equal proportions to the following two arms: Median (months) 34 6.7 Avastin or EU Avastin to healthy male volunteers. significant differences between MB02 and EU-bevacizumab groups in median PFS (36.0 vs 37.3 weeks, |
| Statistically significant improvements in progression-free survival were also observed. Objective response rate (%) in patients with measurable disease + CP arm: Carboplatin (AUC 6) and paclitaxel (175 mg/m2) for 6 cycles Hazard ratio 0.379 [0.296, 0.485] . . respectively; HR 1.187; 95% Cl 0.98 to 1.44) and median OS (not achieved; HR 1.108; 95% CI: 0.83 to ‘
! Among the 110 patients randomised to Arm 3 (5-FU/FA + bevacizumab) prior to discontinuation of this arm, Objective response rate was low in both treatment arms and did not meet statistical significance. « CPB7.5+ arm: Carboplatin (AUC 6) and paclitaxel (175 mg/m2) for 6 cycles plus Avastin (7.5 mg/kg q3w) (95% Cl) ’ e Safety and immunogenicity: ) ) ) 1.49) at the end of study. The safety profile of MBO2 and EU-bevacizumab regarding nature, frequency, and I
| 9 P P N 289 306 Th fet d t file of MB02, US Avast d EU Avasti d d severity of the adverse events (AE) was comparable. The most frequentgrade 23 investigational-product-re- !
| the median overall survival was 18.3 months and the median progression-free survival was 8.8 months. Response rate 12.8% 31.4% for up to 18 cycles p-value < 0.0001 b.e S? ey afrlh.lmTL;no%anlu ﬁ pro |Ie % Ko IV d vas I?I\E/’IEBOQ Usvas(;nEvL\;eAre ct)tmpare as Secﬁn arﬁ ated AyE hypertensi d . pAth diff b tv:l tg tmont 9 ‘ <50/p Antiod |
Adjuvant Colon Cancer (aCC, . : ) ) ) ) ) ) - objectives of this study. Overall, single 3 mg/kg oses O , an vastin were generally we ate: s were hypertension and anemia, with a difference between treatment groups o 6. Anti-drug i
: AVF2192g 30117920 (acc) (p-value < 0.0001) The primary endpoint was Progression Free Survival (PFS) as assessed by the investigator. The results of Secondary Endpoints tolerated by healthy subjects in this study and the safety profile of MB02, US Avastin and EU Avastin was antibodies (ADA) and neutralizing ADA (NAb) incidence were similar in both treatment groups. |
. . . N . i this study are summarized in Table 12. jecti * i imi - i i i imi i i i ina- !
: This was a phase Il randomised, double-blind, active-controlled clinical trial evaluating the efficacy and safety This was a phase Ill randomized open-label, 3-arm study evaluating the efficacy and safety of Avastin Overall survival i Objecti ve Response Rate demfm'(;‘edeAEe S'Z\”:r- There W‘?F_I‘?ETLOE treatment ar;n re(ilate'(ljd trer:jds mlthed nUflnl\?Sf ‘(I')f subjects who ;I"herefltt)':e, it gou:dt'be CO;C|Udr?td th?t AMBoiAde{non?:atgd S|m|ldareff|cacy toEU ?\ngclz_l(zium?tli:’ in comblr;? |
[ of Avastin in combination with 5-FU/FA as first-line treatment for metastatic colorectal cancer in patients who administered at a dose equivalent to 2.5 mg/kg/week on either a 2-weekly schedule in combination with Median (months) 21.3 [ 233 Table 12. Efficacy resuits from study BO17707 (ICON?) CT CT +BV reported a » and the majority of s were considered mild and unrelated to IMP. Treatment-emer- 'OP tWI carboplatin and pacl |fTX91 in subjects with advanced non squamous , with comparable |
| were not optimal candidates for first-line irinotecan treatment. One hundred and five patients were FOLFOX4, or on a 3- weekly schedule in combination with XELOX versus FOLFOX4 alone as adjuvant Hazard ratio 95% Cl 0.91 ’ Y 4 (n=144) (n=142) gent AEs were recorded with comparable frequency, severltysand causality across all treatment arms, and safety and immunogenicity profiles. !
| randomised to 5-FU/FA + placebo arm and 104 patients to 5-FU/FA + Avastin (5 mg/kg every 2 weeks) arm. chemotherapy in 3451 patients with high-risk stage Il and stage Ill colon carcinoma. 0.76, 1.10 Progression-free survival % patients with objective v_verelilllrsll(?r in nature in aI(IjS treatment arms. Tr:jerer\]/ven:j nr? AEs and no TEAEs IedI to ZtUdy ?sggntu}ga‘; on e » ‘
| All treatments were continued until disease progression. More relapses and _deaths due t_° disease progress_ion were observ_ed in both _Avast_in arms compared to the (p-value 0.3360) P CPB7 5+ response 18 (12.5%) 40 (28.2%) Flon,l \ iscontinuation, ose |ntefrupt|ons or death and there were no treatmen-t-re gte- trends identifie armacokine: |9 prgpe ies ) . . ) . . i :
| The addition of Avastin 5 mg/kg every two weeks to 5-FU/FA resulted in higher objective response rates control arm. The primary objective of prolonging disease free survival (DFS) in patients with stage IIl colon (n= 764) (n = 764) P in clinical laboratory values, vital signs values, ECG values or physical examination findings. The general The pharmacokinetics of bevacizumab were characterised in patients with various types of solid tumours. !
! ' . - . . L ) = n= N o o . ; N R X . X
| significantly longer progression-free survival, and a trend in longer survival as compared to 5-FU/FA cancer (n = 2867) by adding Avastin to either chemotherapy regimen was not met. The hazard ratios for DFS An exploratory multivariate Cox regression model using backward selection indicated, that the following Median PFS (months) 60 153 p-value 0.0007 Pr°f"3‘:fTEAES rePO'_T‘?td in th'ﬁ Stiihdy was S,;m"?”obt_hatt Ofsjf‘éed in Fi'reVI?USASSTIiS ‘;lv'tt,h beV?Ct'ZUr‘?hb- In IVZZ SSO?sgvc)efsesh‘;V:efe”O;;g/gg(/gg\xe;k%'"mgrkzsggﬁfghn;g;kﬁlel‘le X‘:}g;i:z l(sqzbvél:;j:ig;fuz: |
I . ; . i i i i ival i : i : : regard to immunogenicity results, the majority of subjects tested negative for at all timepoints. Inthose ; . ) !
‘ chemotherapy alone. were 1.17 (95% Cl: 0.98-1.39) for theFOLFOX4 + Avastin arm and 1.07 (95% CI: 0.90-1.28) for the XELOX baseline prognostic factors were strongly associated with survival independent of treatment: gender, white Hazard ratio [85% G 079 (065 081] Overall Survival (final analysis)™™ A~ b ot moctive for DA e e s ot o o e rministorod a5 an 1V infusion \
‘ + Avastin arm. blood cell count, platelets, body weight loss in the 6 months prior to study entry, number of metastatic sites, ° : -00, U cases where subjects tested positive for , the majority of positive results were transient and harboure a stered as a usion. |
| NO16966 sum of longest diameter of target lesions, Motzer score. Adjustment for these baseline factors resulted in a - i (p-value = 0.0010) _CT CT_+ BV low titers. The incidence of ADA was similar between the 3 treatment arms. The development of ADA and As observed with other antibodies, the pharmacokinetics of bevacizumab are well described by a two-com- |
g | This was a phase Ill randomised, double-blind (for Avastin ), clinical trial investigating Avastin 7.5 mg/kg in Metastatic breast cancer (mBC) treatment hazard ratio of 0.78 (95% CI [0.63; 0.96], p = 0.0219), indicating a 22% reduction in the risk of Objective response rate Viedian 05 = (n1_;§2) (ﬂ;gzg) NAb were considered to have no effect on PK or safety. The results of this study were similar to the results palrtrr?ent moldeL vaerall, inall clllnlcal trials, beva\t;nzumab d|s|p05|t|oF was (':harr?cltfelr':‘zeth;\Ya low cllearance, !
9 ‘ combination with oral capecitabine and i.v. oxaliplatin (XELOX), administeredon a 3-weekly schedule; or ECOG E2100 dgath for patients in th_e Ava_istln + IFN alfa-2a arm compared tg IFN ?|fa_23 arm. cP CPB7.5+ edian _(mon S) . . from other studies of biosimilars in healthy subjects and were in line with study results reported for the ah imited ‘vobume o tl ebcentra Icor’nlpar‘mt:ent (‘ c),- ar:jd ghong el lmlnfangn_ alf-life. Ir? anab es tar:get i
- | Avastin 5 mg/kg in combination with leucovorin with 5- fluorouracil bolus, followed by 5-fluorouracil infusional, E2100 was an open-label, randomised, active controlled, multicentre clinical trial evaluating Avastin in Ninety-seven (97) patients in the IFN alfa-2a arm and 131 patients in the Avastin armreduced the dose of (n=277) (n =272) Hazard Ratio 0.870 [0.678, 1.116] reference product. t erar;eu.tlcl: evacizuma zseru:;n eViS to be maintained with a range of administration schedules (such as !
| with i.v. oxaliplatin (FOLFOX-4), administered on a 2-weekly schedule. The study contained two parts: an combination with paclitaxel for locally recurrent or metastatic breast cancer in patients who had not previous- IFN alfa-2a from 9 MIU to either 6 or 3 MIU, three times a week as pre- specified in the protocol. Dose-reduc- Response rate 41.9% 61.8% (95% ClI) P m'"'T‘r?"O" e hiotios S)-I < th i - i the of Kinetics of |
[ initial unblinded 2- arm part (Part 1) in which patients were randomized to two different treatment groups ly received chemotherapy for locally recurrent and metastatic disease. Prior hormonal therapy for the tion of IFN alfa-2a did not appear to affect the efficacy of the combination of Avastin and IFN alfa-2a, based (p-value = <0.0001) p-value 0.2711 ,'}{:?OZ'A'M;: 1 double-blind. randomized el ingle-dose. 2 o ) q bn the popu zka)t!on FI) ?rmtaco inetics analyils tberte Wasl?o stgnt lcart;t (ljl erence mdt etp atrmactt)hlnetlc; ° !
: (XELOX and FOLFOX-4) and a subsequent 2 x 2 factorial 4-arm part (Part Il) in which patients were random- trelatmeqtzof met:stat-ic diseas; was allowed. Adjuvant taxane therapy was allowed only if it was completed olr; PES event;ree ;atesdove(rjtlmg, las shdo;nk/]n t:g,\? slthb-zgrodup ana:léSIS.sT'\r;lTJ? patlfrr]]ts |tn (tjhe Avhg;ttm; Ithl Overall survival 2 All analyses presented in this table are straifed analyses corl:pvfri: ;e :Izesa%et;uanz_ i:ﬂq;i’;;’;‘;ﬁ; ,;;rgfan': oef ﬁgggv\iﬁg&-’ 2?23“;]2?] j:pzntgsgpe::l?:;er:;e a;:avtz:?:y;g:\:&a%s;g&g?;g:z gSI;rILPThVI!?De; p:r\::?a(;:zll:an;if g;z;adn(;g z;/r;a;?)len age [the median |
| ized to four treatment groups (XELOX + placebo, FOLFOX-4 + placebo, XELOX + Avastin , FOLFOX-4 + at least 12 months prior to study entry. alta-za arm who reduced and maintained the alta-za dose at 6 or uring the study, exhibited at o, ! > ! ‘ > ) ’ e ! - ) ) . ) N h ; - I
| Avastin ). In Part I, treatment assignment was double-blind with respect to Avastin. Patients were randomised to paclitaxel alone (90 mg/mPPP 2PPP IV over 1 hour once weekly for three out 12and 18 months, PFS eyent free r_altes of 73,_52 and 21% respectively, as compared to 61, 43 and 17% in 0 =C$64) apfigz) *Randomged Pat|ent§ with Measuraple Disease at Baseline . . subject; A total of 48 supjects were rapdomnzed to oneof the following 2 arms in a 1:1 ratio: Low albumlp and hlghotumour t?urder) are ge_znerally indicative of disease §ever|ty.°BevaC|zgmab (?Iearanfze :
| Approximately 350 patients were randomized into each of the 4 study arms in the Part Il of the trial. of four weeks) or in combination with Avastin (10 mg/kg IV infusion every two weeks). Patients were to the total population of patients receiving Avastin + IFN alfa-2a. Median (months) 80 574 :* Att thettlme of the final OS analysis (25 January 2013), 266 patients (73.7%) had died across the two : 2;: ; %\Zosfi:@?saoﬁroc_:j”};]c:?n%;ngslogs 2 90-minute IV infusion :\";ﬁ:f&";’gumraﬁ?’dig év;isr:eéc;rr]r]g::fgt\fvi\t’:tz |§V;i(|22‘|/egzt?;nste\;/l:tf2 sizlcji:nn \?:ISezﬁoffa;fdr:wr:nsi?:gctfmvgm !
| continue assigned study treatment until disease progression. In cases where patients discontinued - s reatmentarms. ° : ’ - . |
‘ Table 2 Treatment Regimens in Study N016966 (mCRC) chemotherapygprematureyly, treatment with Avastin a: a gingle agent was continued Fl),lntil disease progres- AVF2938 Hazard ratio [95% ClI] 0.99 [0.85; 1.15] A o o . burden. |
: sion. The primary endpoint was progression free survival (PFS), as assessed by investigators. In addition, This was a randomized, double-blind, phase Il clinical study investigating Avastin 10 mg/kg in a 2 weekly Cervical cancer The primary Ot?JeCtl_Ve of the study was to demlon.st.rate PK similarity, as primary assessed by the Area under DIStI‘IbuItIOI'I . . I
i Treatment Starting dose Schedule an independent review of the primary endpoint was also conducted. Of the 722 patients in the study, the schedule with the same dose of Avastin in combination with 150 mg dailyerlotinib, in patients with metastatic " in patients with measurable disease at baseline GO0G-0240 the concentration-time curve extrapolated to infinity (AUC(0-)) between the 2 study arms, MB02 and EU The typical value for central volume (Vc) was 2.73 L and 3.28 L for female and male patients respectively, |
! FOLFOX-4 | Oxaliplatin 85 mg/m? intravenous Oxaliplatin on day 1 majority of patients (90%) had HER2-negative disease. A small number of patients had HER-2 receptor clear cell RCC. A total of 104 patients were randomised to treatment in this study, 53 to Avastin 10 mg/kg 2 Final OS analysis when 46.7% of patients died The efficacy and safety of Avastin in combination with chemotherapy (paclitaxel and cisplatin or paclitaxel Avastin®. The secondary objectives of the study were evaluation a®nd comparison of derived PK parameters which is in the range that has been described for IgGs and other monoclonal antibodies. The typical value !
| or 2h status that was either unknown (8%) or positive (2%). Patients who were HER-2 positive had either received g2w plus placebo and 51 to Avastin 10 mg/kg g2w plus erlotinib 150 mg daily. The analysis of the primary and topotecan) as a treatment for patients with persistent, recurrent, or metastatic carcinoma of the cervix not covered by the primary endpoint f_O;)MBO2 and EU Avastin® and to compare the safety profile and for peripheral volume (Vp) was 1.69 L and 2.35 L for female and male patientsrespectively, when ‘
! FOLFOX-4 | Leucovorin 200 mg/m? intravenous | Leucovorin on day 1 and 2 previous treatment with trastuzumab or were considered unsuitable for trastuzumab. The majority (65%) of endpoint showed no difference between the Avastin + Pl arm and the Avastin + Erl arm (median PFS 8.5 The trial met its primary objective of PFS improvement. Compared to patients treated with chemotherapy was evaluated in study GOG-0240, a randomized, four-arm, multi-centre phase Il trial. immunogenicity of MBO2 and EU Avastin®. bevacizumab is co-administered with anti-neoplastic agents. After correcting for body weight, male patients \
| + 2h patients had received adjuvant chemotherapy including 19% who had prior taxanes and 49% who had prior versus 9.9 months). Seven patients in each arm had an objective response. (carboplatin and paclitaxel) alone, patients who received Avastin at a dose of 7.5 mg/kg q3w in combination A total of 452 patients were randomized to receive either: Pharmacokinetic Results: ) had a larger Vc (+ 20%) than female patients. :
| bevacizumab | 5-Fluorouracil 400 mg/m? intravenous 5-fluorouracil intravenous anthracyclines. The patient characteristics were similar between the study arms. The results of this study with chemotherapy and continued to receive Avastin for up to 18 cycles had a statistically significant + Paclitaxel 135 mg/m2 1V over 24 hours on Day 1 and cisplatin 50 mg/m2 IV on Day 2, every 3 weeks The ratlolof geonjetnc least squares (LS) means for AUC(0-) was 1.04. The.90% QI for the geomgtnc Metabolism _ o ) ) ) ) ) |
! 2 . R are presented in Table 6. Glioblastoma improvement in PFS. (q3w); or paclitaxel 175 mg/m2 IV over 3 hours on Day 1 and cisplatin 50 mg/m2 IV on Day 2 (q3w); or meansratio for primary PK endpoint of AUC(0-~) (0.981, 1.11) was fully contained within the predefined Assessment of bevacizumab metabolism in rabbits following a single intravenous dose of 1251 bevacizum- |
: _bolus, 600 mg/m bolus/infusion, -eachon days 1 and 2 AVF3708g paclitaxel 175 mg/m2 IV over 3 hours on Day 1 and cisplatin 50 mg/m2 IV on Day 1 (q3w) equivalence limits of 0.80 to 1.25. In addition, the ratios of geometric LS means for AUC(0-t) and Cmax were ab indicated that its metabolic profile was similar to that expected for a native IgG molecule which does not :
‘ '”"aveno_us 22h . Table 6 Study E2100 Efficacy Results: Eligible Patients The efficacy and safety of Avastin as treatment for patients with glioblastoma was studied in an open-label, Recurrent ovarian cancer « Paclitaxel 135 mg/m2 IV over 24 hours on Day 1 and cisplatin 50 mg/m2 IV on Day 2 plus Avastin 15 1.05 and 1.13, respectively. The 90% CI for the geometric means ratios for secondary PK end points of bind VEGF. The metabolism and elimination of bevacizumab is similar to endogenous IgG i.e. primarily via |
| Placel?o or 5 mg(kg intravenous 30- |Day 1, prior to FOLFOX-4, every _ i multicentre, randomized, non-comparative study (study AVF3708g). GOG-0213 mg/kg IV on Day 2 (q3w); or paclitaxel 175 mg/m2 IV over 3 hours on Day 1 and cisplatin 50 mg/m2 IV on AUC(0-t) and Cmax (0.997, 1.11 and 1.03, 1.24, respectively) were fully contained within the predefined proteolytic catabolism throughout the body, including endothelial cells, and does not rely primarily on I
| bevacizumab 90 min 2 weeks Progression-free survival i _ Glioblastoma patients in first or second relapse after prior radiotherapy (completed at least 8 weeks prior to GOG-0213 was a phase Il randomized controlled trial studying the safety and efficacy of Avastin in the Day 2 plus Avastin 15 mg/kg IV on Day 2 (q3w); or paclitaxel 175 mg/m2 IV over 3 hours on Day 1 and equivalence limits of 0.80 to 1.25 as well. Between-subject variability was low for MBO2 and EU Avastin® elimination through the kidneys and liver. Binding of the IgG to the FcRn receptor results in protection from |
| XELOX or |Oxaliplatin 130 mg/m? intravenous | Oxaliplatin on day 1 Investigator assessment IRF assessment receiving Avastin ) and temozolomide, were randomized (1:1) to receive Avastin (10 mg/kg IV infusion every treatment of patients with platinum-sensitive, recurrent epithelial ovarian, fallopian tube or primary peritoneal cisplatin 50 mg/m2 IV on Day1 and Avastin 15 mg/kg IV on Day 1 (q3w) treatments with geometric CV% of AUC and Cmax values ranging from 9.6 to 24.1%. Following Cmax, cellular metabolism and the long terminal half-life. \
: XELOX + 2h Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/ 2 weeks) or Avastin plus irinotecan (125 mg/m2 IV or 340 mg/m2 IV for patients on enzyme-inducing cancer, who have not received prior chemotherapy in the recurrent setting. There was no exclusion criterion + Paclitaxel 175 mg/m2 over 3 hours on Day 1 and topotecan 0.75 mg/m2 over 30 minutes on days 1-3 serum be_vamzumab concentrations slowI)_/ declined in a blphasm manner with a similar geometric mean t1/2 Elimination o ) . . :
‘ bevacizumab | Capecitabine 1,000 mg/m? oral bid Capecitabine oral bid for 2 weeks Avastin Avastin anti-epileptic drugs every 2 weeks) until disease progression or until unacceptable toxicity. The primary for prior anti-angiogenic therapy. The study evaluated the effect of adding Avastin to carboplatin+paclitaxel (q3w) of bevacizumab for MBO2 and EU Avastin® treatments, being 430 hours (18 days) and 450 hours (18.75 The pharmacokinetics of bevacizumab are linear at doses ranging from 1.5 to 10 mg/kg/wk. The value for |
! (followed by 1 week off treatment) (n = 354) (n = 368) (n = 354) (n = 368) endpoints of the study were 6-month progression-free survival (PFS) and objective response rate (ORR) as and continuing Avastinas a single agent compared to carboplatin+paclitaxel alone. « Paclitaxel 175 mg/m2 over 3 hours on Day 1 and topotecan 0.75 mg/m2 over 30 minutes on Days 1-3 plus days) res_pectlvelly.l Pea!< plasma concentrations (Cmax) were approximately 1'.127fo'ld hlghef following the clearaqce is, on average, equal to 0'1.88 and 0.220 lL/day for female and male patients, respectively. After :
: Placebo or 7.5 mg/kg intravenous Day 1, prior to XELOX, q 3 weeks Median PFS (months) 5.8 114 5.8 11.3 assessed by an independent review facility (IRF). Other outcome measures were duration of PFS, duration A total of 673 patients were randomized in equal proportions to the following two treatment arms. Avastin 15 mg/kg IV on Day 1 (q3w) EU Avas?ln administration. N.o trend was noted for tmax ll)et\lfveeln treatments with similar _medlan value§ a_nd correctl_ng for body weight, male patients had a lh|g_herl bevauzlum_ab clearance (+ 17%) than fema!es. ‘
I bevacizumab 30-90 min HR (95% Cl) 0.421 0.483 of response and overall survival. Results of the study are summarized in Table 10. + CP arm: Carboplatin (AUC5) and paclitaxel (175 mg/m2 IV over 3 hours) every 3 weeks for 6 and up to 8 overlapping ranges. Geometric mean CL and volume of distribution (Vz and Vss)of bevacizumab was similar According to the two-compartmental model, the elimination half-life is 18 days for a typical female patient |
: 5-Fluorouracil: intravenous bolus injection immediately after leucovorin (0.343; 0.516) (0.385; 0.607) cycles. Eligible patients had persistent, recurrent, or metastatic squamous cell carcinoma, adenosquamous for both treatments with mean CL being 0.00660 to 0.00702 L/h,mean Vz of 4.1 to 4.6 L and mean Vss of and 20 days for a typical male patient. :
‘ - pvalue < 0.0001 < 0.0001 Table 10 Efficacy Results from Study AVF3708g + CPB arm: Carboplatin (AUC5) and paclitaxel (175 mg/m2 IV over 3 hours) and concurrent Avastin (15 carcinoma, or adenocarcinoma of the cervix which was not amenable to curative treatment with surgery 3.9 to 4.3 L. For all subjects, the extrapolated areaof AUC(0-) (%AUCextrap) was <20% and the t1/2 S ) ) |
| Response rates (for patients with measurable disease) Avastin Avastin+ rinotecan mag/kg) every 3 weeks for 6 and up to 8 cycles followed by Avastin (15 mg/kg every 3 weeks) alone until and/or radiation therapy. estimates were calculated over a penod more th§n®2 times the half-life. Overall, the statistical analysis Pharmacok/{?et/cs in spema] populat/ons . o . :
: The primary efficacy parameter of the trial was the duration of progression-free survival. I this study, there - — disease progression or unacceptable toxicity. The primary efficacy endpoint was overallsurvival (OS). Secondary efficacy endpointsincluded progres- confirmed that MBO2 (test) was similar to EU Avastin®(reference). The population pharmacokinetics were analysed in adult and paediatric patients to evaluate the effects of |
' e S : o Investigator assessment IRF assessment Number of 85 82 ion-f ival (PES) and obiecti ORR). Resul din Table 16 demographic characteristics. In adults the results showed no significant difference in the pharmacokinetics
! were two primary objectives: to show that XELOX was non-inferior to FOLFOX-4 and to show that Avastin . N . . . . . sion-free survival (( ) and objective response rate ( ). Results are presented in Table 16. !
‘ v O primary obj : ¢ Paclitaxel Paclitaxel/ Paclitaxel Paclitaxel/ Inv I IRF Inv I IRF The primary efficacy endpoint was overallsurvival (OS). The main secondary efficacy endpoint was progres- Safety and immunogenicity: of bevacizumab in relation to age. ‘
in combination with FOLFOX-4 or XELOX chemotherapy was superior to chemotherapy alone. Primary endpoints ; : it f ; Y X g - Y . . . . . . . . 9
! Both co-primary objectives were met: bevacizumab bevacizumab 6-month o ol oYy oY =70 o sion-free survival (PFS). Objective response rates (ORR) were alsoexamined. Results are presented in Overall, the administration of MB02 and EU Avastin® following 90-minute IV infusion single dose was Renal impairment |
I e . . - ) (n=273) (n = 252) (n = 243) (n = 229) -month progression-iree surviva o o o = Table 13. generally safe and well tolerated in healthy subjects, with no safety concerns. In both MB02 and EU Avastin® No trials have been conducted to investigate the pharmacokinetics of bevacizumab in renally impaired |
| I Non-inferiority of the XELOX-containing arms compared with the FOLFOX-4- containing arms in the % pts with objective 234 280 222 498 95% Cl (Inv) (33.0,54.3) ) (46.6, 69.2) . treatment arms, the number of subjects who reported TEAEs was not notably different. Most of the TEAEs patients since the kidneys are not a major organ for bevacizumab metabolism or excretion. !
| overall comparison was demonstrated in terms of progression-free survival and overall survival in the response 97,5% CI (IRF) . (29.6, 55.5) . (36.8, 63.9) reported were mild to moderate in severity. There were no deaths or serious TEAEs reported in both Hepatic impairment |
‘ eligible per-protocol population p-vaiue < 0.0001 <0000 treatment arms, and no subjects were discontinued due to TEAEs during the study. There were no treatment No trials have been conducted to investigate the pharmacokinetics of bevacizumab in patients with hepatic |
! - - - - impairment since the liver is not a major organ for bevacizumabmetabolism or excretion. !
! * Primary analysis :
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: Paediatric population Alternatively, 15 mg/kg every 3 weeks when administrated in combination with carboplatin and gemcitabine Congestive heart failure (CHF) (see section Undesirable Effects) NCI-CTC Grade 3-5 Reactions All Grade Reactions the chest wall may be possible risk factors for the development of CHF (see section 2.4.1 Warnings and Pack of 1 vial. :
. The pharmacokinetics of bevacizumab were evaluated in 152 children, adolescents and young adults (7 for 6 cycles and up to 10 cycles followed by continued use of Avamab as single agent until disease progres- Events consistent with CHF were reported in clinical trials. The findings ranged from asymptomatic declines (>2% difference between the study arms in (>10% difference between Precautions, General). An increased incidence of CHF has been observed in a clinical trial of patients with I
| months to 21 years, 5.9 to 125 kg) across 4 clinical studies using a population pharmacokinetic model. The sion. in left ventricular ejection fraction to symptomatic CHF, requiring treatment or hospitalisation. Caution should s o . at least one clinical trial) the study arms in at least diffuse large B-cell lymphoma when receiving bevacizumab with a cumulative doxorubicin dose greater than Reg no. 100 mg: MAL24066007ACZ :
: pharmacokinetic results show that the clearance and volume of distribution of bevacizumab were compara- Platinum resistant: 10 mg/kg body weight given once every 2 weeks when administered in combination with be exercised when treating patients with clinically significant cardiovascular disease such as pre-existing VStem(sgg" ass one clinical trial) 300 mg/m2 . This phase Il clinical trial compared rituximab/ cyclophosphamide/doxorubicin/ vincristine/ Reg no. 400 mg: MAL24066006ACZ |
| ble between paediatric and young adult patients when normalised by body weight, with exposure trending one of the following agents — paclitaxel, topotecan (given weekly) or pegylated liposomal doxorubicin (see coronary artery disease, or congestive heart failure with Bevacizumab. Most of the patients who experienced prednisone (R-CHOP) plus bevacizumab to RCHOP without bevacizumab. While the incidence of CHF was, |
I lower as body weight decreased. Age was not associated with the pharmacokinetics of bevacizumab when study MO22224 for chemotherapy regimens). CHF had metastatic breast cancer and had received previous treatment with anthracyclines, prior radiother- Very common Common Very common in both arms, above that previously observed for doxorubicin therapy, the rate was higher in the R-CHOP Date of revision: July 2024 |
: body weight was taken into account. Alternatively, 15 mg/kg every 3 weeks when administered in combination with topotecan given on days 1-5, apy to the left chest wall or other risk factors for CHF were present. plus bevacizumab arm. |
| every 3 week_s (_see study MO2_2224 for chemotherapy regimen). It is recommended that treatment be Diarrhoea Intensial Perforation Constipation Manufactured by: :
: Nonclinical Safety continued until disease progression. Neutropenia and infections (see section Undesirable Effects) Nausea lleus Stomatitis Wound healing (see section Special Warnings and Precautions for Use) UNIVERSAL FARMA, S.L. |
i Carcinogenicity Increased rates of severe neutropenia, febrile neutropenia, or infection with or withoutsevere neutropenia Gastrointestinal Vomiting Intensial obstruction Rectal haemorrhage As Bevacizumab may adversely impact wound healing, patients who had major surgery within the last 28 C/Del Tejido, 2 I
1 Studies have not been performed to evaluate the carcinogenic potential of Bevacizumab. Cervical Cancer (including some fatalities) have been observed in patients treated with some myelotoxic chemotherapy disorders Abdominal pain Recto-vaginal fistuale™ Diarrhoea days prior to starting Bevacizumab treatment were excluded from participation in phase Il trials. Across Azuqueca de Henares :
: Genotoxicity Avamab is administered in combination with one of the following chemotherapy regimens: paclitaxel and regimens plus bevacizumab in comparison to chemotherapyalone. Gastrointestinal disorders mCRC clinical trials there was no increased risk of post-operative bleeding or wound healing complications Guadalajara, Spain |
| Studies have not been performed to evaluate the mutagenic potential of Bevacizumab. cisplatin or paclitaxel and topotecan (see study GOG-0240 for further details on the chemotherapy g:gg:lt'gt;: observed in patients who underwent major surgery between 28-60 days prior to starting Bevacizumab !
| Impairment of Fertility regimens). Wound healing (see section Undesirable Effects) . _ - — therapy. An increased incidence of post-operative bleeding or wound healing complications occurring within Released by: :
: No specific studies in animals have been performed to evaluate the effect of Bevacizumab on fertility. No The recommended dose of Avamab is 15 mg/kg of body weight given once every 3 weeks as an intravenous Bevacizumab may adversely affect the wound healing process. Serious wound healing complications, with Endocrine disorders Balmar-oiantar Ov.ar!an failure — 60 days of major surgery was observed if the patient was being treated with Bevacizumab at the time of GH GENHEyLIX S.A. |
| adverse effect on male reproductive organs was observed in repeat dose toxicity studies in cynomolgus infusion a fatal outcome have been reported. Bevacizumab therapy should not be initiated for at least 28 days Skin and subcutaeous en/throdysgesthesia Exfohagve:;;matuhs surgery. The incidence varied between 10% (4/40) and 20% (3/15). Cases of serious wound healing Parque Technolégico de Ledn :
I monkeys. It is recommended that Avamab treatment be continued until progression of the underlying disease. following major surgery or until the surgical wound is fully healed. In patients who experienced wound tissur disorders syndrome Skin di;‘{:olouration complications have been reported during Bevacizumab use, some of which had a fatal outcome (see section Edificio GENHELIX |
: Inhibition of ovarian function was characterised by decreases in ovarian and/or uterineweight and the healing complications during therapy, treatmentshould be withheld until the wound is fully healed. - 2.4.1 Warnings and Precautions, General). In locally recurrent and metastatic breast cancer trials, Grade 3-5 C/Julia Morros, s/n I
I number of corpora lutea, a reduction in endometrial proliferation and an inhibition of follicular maturation in Special populations Bevacizumab therapy should be withheld for elective surgery. Necrotising fasciitis, including fatal cases, has Musculoskeletal, Mascu'\l/laravlvg:kness Arthralgia wound healingcomplications were observed in up to 1.1% of patients receiving Bevacizumab compared with Armunia, Le6n, Spain |
: cynomolgus monkeys treated with Bevacizumab for 13 or 26 weeks. The doses associated with this effect Geriatric use rarely been reported in patients treated with bevacizumab. This condition is usually secondary to wound connective tissue and Art%ra?éia up to 0.9% of patients in the control arms. In a study of patients with relapsed glioblastoma (study |
| were 24 times the human therapeutic dose or = 2-fold above the expected human exposure based on No dose adjustment is required in patients = 65 years of age. healing complications, gastrointestinal perforation orfistula formation. Bevacizumab therapy should be bone disorders Back pain AVF3708g), the incidence of post¥operative wound healing complications (including craniotomy site wound Product Registration Holder and Marketed by: !
| average serum concentrations in female monkeys. In rabbits, administration of 50 mg/kg of bevacizumab Renal impairment discontinued in patients who develop necrotising fasciitis, and appropriate treatment shouldbe promptly Renal and urinary Proteinuria Proteinuria dehiscence and cerebrospinal fluid leak) was 3.6% in patients treated with single-agent Bevacizumab and Kalbe Malaysia SDN, BHD :
: resulted in a significant decrease in ovarian weight and number of corpora lutea. The results in both The safety and efficacy have not been studied in patients with renal impairment (see section initiated. disorders Urinary Tract Infection 1.3% in patients treated with Bevacizumab plus irinotecan. In clinical trials of ovarian cancer, Grade 3-5 Suite 2A-3-2, Block 2A, Plaza Sentral, !
1 monkeys and rabbits were reversible upon cessation of treatment. The inhibition of angiogenesis following Pharmacokinetic). General disorders and Asthenia Pain Pyrexia wound healing complications were observed in up to 1.2% of patients in the bevacizumab arm versus 0.1% Jalan Stesen Sentral 5, Kuala Lumpur Sentral |
: administration of bevacizumab is likely to result in an adverse effect on female fertility. Hepatic impairment Proteinuria (see section Undesirable Effects) administration site Fatigue Lethargy Asthenia in the control arm. 50470 Kuala Lumpur |
. Reproductive Toxicity The safety and efficacy have not been studied in patients with hepatic impairment (see section In clinical trials, the incidence of proteinuria was higher in patients receiving bevacizumab in combination conditions Muscosal inflammation Pain I
| Bevacizumab has been shown to be embryotoxic and teratogenic when administered to rabbits. Observed Pharmacokinetic). with chemotherapy compared to those who received chemotherapy alone. Grade 4 proteinuria (nephrotic § i i Mucosal imflammation Proteinuria (see section Special Warnings and Precautions for Use) :
: effects included decreases in maternal and foetal body weights, an increased number of foetal resorptions syndrome) was seen in up to 1.4% of patients treated with bevacizumab. In the event of nephrotic syndrome, Repmducg"e System Pelvic pain In clinical trials, proteinuria has been reported within the range of 0.7% to 54.7% of patients receiving |
| and an increased incidence of specific gross and skeletal foetal alterations. Adverse foetal outcomes were Paediatric population bevacizumab treatment should be permanently discontinued. and - rez.ist Weiahtd i Bevacizumab. Proteinuria ranged in severity from clinically asymptomatic, transient, trace proteinuria to !
! observed at all tested doses of 10-100 mg/kg. Information on foetal malformations observed in the post The safety and efficacy of bevacizumab in children aged less than 18 years old have not been established. Investigations eight decrease nephrotic syndrome. Grade 3 proteinuria was reported in up to 8.1% of treated patients. Grade 4 proteinuria :
: marketing setting are provided in section 2.5.1 Use in Special Populations, Pregnancy and 2.6.2 Undesir- Avamab is not approved for use in patients under the age of 18 years. The safety and efficacy of Avamab in Hypersensitivity reactions/infusion reactions (see section Undesirable Effects) *Based on a substudy from AVF3077s (NSABP C-08) with 295 patients (nephrotic syndrome) was seen in up to1.4% of treated patients. Patients with a history of hypertension may |
| able Effects, Postmarketing Experience. this population have not been established. Addition of Avamab to standard of care did not demonstrate Patients may be at risk of developing infusion/hypersensitivity reactions. Close observation of the patient ** Recto-vaginal fistulae are the most common fistulae in the Gl-vaginal-fistula category be at increased risk for the development of proteinuria when treated with Bevacizumab. There is evidence :
: Other clinical benefit in pediatric patients in two phase Il clinical trials: one in pediatric high grade glioma and one during and following the administration of bevacizumab is recommended as expected for any infusion of a suggesting that Grade 1 proteinuria may be related to Bevacizumab dose. Testing for proteinuria is |
| Physeal development: in pediatric metastatic rhabdomyosarcoma or non-rhabdomyosarcoma soft tissue sarcoma. therapeutic humanised monoclonal antibody. If a reaction occurs, the infusion should be discontinued and Description of selected adverse drug reactions from clinical trials recommended prior to start of Bevacizumab therapy. In most clinical studies urine protein levels of > 2g /24 !
| In studies of up to 26 weeks duration in cynomolgus monkeys, Bevacizumab was associated with physeal In published reports, cases of osteonecrosis at sites other than the jaw have been observed in patients appropriate medical therapies should be administered. A systematic premedication is not warranted. The following adverse drug reaction, reported using NCI-CTC for assessment of toxicity have been hrs led to the holding of Bevacizumab until recovery to <2g/24 hrs. :
: dysplasia. Physeal dysplasia was characterised primarily by thickened growth plate cartilage, subchondral under the age of 18 years exposed to Avamab observed in patients treated with bevaz’:izumab. |
| bony plate formation and inhibition of vascular invasion of the growth plate. This effect occurred at doses 2 Method of administration Ovarian failure/fertility Gastrointestinal perforation and Fistulae (see section Warnings and Precautions, General) Hypersensitivity reactions/infusion reactions (see section Special Warnings and Precautions for :
I 0.8 times the human therapeutic dose and exposure levels slightly below the expected human clinical Avamab is for intravenous use. The initial dose should be delivered over 90 minutes as an intravenous Bevacizumab may impair female fertility (see sections Fertility, Pregnancy and Lactation and Undesirable Bevacizumab has been associated with serious cases of gastrointestinal perforatiyon Gastrointestinal Use and Post-marketing experience below) I
: exposure, based on average serum concentrations. It should be noted, however, that physeal dysplasia infusion. If the first infusion is well tolerated, the second infusion may be administered over 60 minutes. If the Effects). Therefore fertility preservation strategies should be discussed with women of childbearing potential perforations have been reported in clinical trials with an incidence of less than 1% in patier{ts with metastatic In some clinical trials anaphylactic and anaphylactoid-type reactions were reported more frequently in |
: occurred onl)_/ in 'actively growing animals with open growth plates. 60-minute infusion isA well tolerated, gll subsequent infusions may be administered over 30 minutes. prior to starting treatment with bevacizumab. breast cancer or non-squamous non-small cell lung cancer, up to 2% in patients with metastatic renal cell .pat'ients receiving Bevacjzumgb in comkl)irlwationlwith chemotherapieg than with chemotheorapy alone.. The :
| Wounq healing: . ) ) . o It should notl be administered as gn m}ravenous push or bolu§. . ) . ) o ) cancer, or in patients with ovarian cancer receiving front-line treatment, and up to 2.7% (including gastroin- incidence of these reactions in some clinical trials of Bevacizumab is common (up to 5% in bevacizum- |
| In rabbits, the effects of bevacizumab on circular wound healing were studied. Wound repithelialisation was Dose reduction for adverse reactions is not recommended. If indicated, therapy should either be permanent- Interaction with Other Medicinal Products and Other Forms of Interaction testinal fistula and abscess) in patients with metastatic colorectal cancer. Cases of Gl perforations have also ab-treated patients). !
I delayed in rabbits following five doses of bevacizumab, ranging from 2-50 mg/kg, over a 2-week period. A ly discontinued or temporarily suspended as described in section Special Warnings and Precautions for Use. Effect of antineoplastic agents on bevacizumab pharmacokinetics No clinically relevant pharmacokinetic been observed in patients with relapsed glioblastoma. From a cIinicéI trial in patients with persistent :
: trend toward a dose-dependent relationship was observed. The magnitude of effect on wound healing was interaction of co-administered chemotherapy on Avastin pharmacokinetics has been observed based on the recurrent, or metastatic cervical cancer (study GOG-Oé40) Gl perforations, (all grade) were reported ir; Ovarian failure/fertility (see sections Special Warnings and Precautions for Use and Fertility, |
: similar to thalt observed with corticosteroid administration. Upon treatment cessation with either 2 or 10 Preqautions_ to be talfen‘ before handliqq or administering the mgd{'cina{ product . . . results ofa populatior) RK ana}lysis. Thgrg was neitlher statistical significance norcliqically relelvgntdiffere‘nc?e 3.2% of F;atients, all of whom had a history of prior pelvic radi’ation. The occurr’ence of those events varied in Pregnalncy and Lactation) ) . . ) :
! mg/!<g bevacizumab, the wc'>u'nds closed completely; The lower dose of 2 mg/kg was approm'matlely For |rl1$truct|ons on dilution of lthe medicinal prodgct before admlnlstranon,lslee section Spemal precauhons in clegraqce of {-\vagm in patients receiving Avastin monotherapy compared to patients receiving Ava§t|n in type and severity, ranging from free air seen on the plain abdominal X-ray, which resolved without treatment, The incidence of new cases of ovarian failure, defined as amenorrhea lasting 3 or more months, FSH Ieyel I
, equivalent to the proposed clinical dose. A more sensitive linear wound healing model was also studied in for disposal and other handling. Avamab infusions should not be administered or mixed with glucose combination with interferon-alfa 2a or other chemotherapies (IFL, 5-FU/LV, carboplatin/paclitaxel, to intestinal perforation with abdominal abscess and fatal outcome. In some cases underlying intra-abdomi- > 30 mlU/mL and a negative serum R-HCG pregnancy test, has been evaluated. New cases of ovarian |
I rabbits. Three doses of bevacizumab ranging from 0.5-2 mg/kg dose- dependently and significantly solutions. It must not be mixed with other medicinal products except those mentioned in section List of capecitabine, doxorubicin or cisplatin/gemcitabine). nal inflammation was present, either from gastric ulcer disease, tumour necrosis, diverticulitis or chemother- failure were reported more frequently in patients receiving bevacizumab. After discontinuation of bevacizum- :
‘ decreased the tensile strength of the woypds, consistently with delayed wound healing. The low dose of 0.5 ex0|p!ents. ) ‘ ‘ . o . ) apy-associated colitis. A causal association of intra-abdominal inflammatory process and gastrointestinal ab tre'atment, ovarian function recovered in majority women. Long term effects of the treatment with |
| mg/kg was 5-fold below the proposed clinical dose. Special precautions for disposal and other handling Effect of bevacizumab on the pharmacokinetics of other antineoplastic agents perforation to Bevacizumab has not been established. Fatal outcome was reported in approximately a third bevacizumab on fertility are unknown. !
| As effects on wound healing were observed in rabbits at doses below the proposed clinical dose, the Do not shake the vial. No clinically relevant interaction of bevacizumab was observed on the pharmacokinetics of coadministered of serious cases of gastrointestinal perforations whic.h represents between 0.2% - 1% of all Bevacizumab :
: capacity for bevacizumab to adversely impact wound healing in human should be considered. In cynomol- Avamab should be prepared by a healthcare professional using aseptic technique to ensure the sterility of interferon-alfa 2a, or the chemotherapies irinotecan (and its active metabolite SN38), capecitabine, oxalipla- treated patients. In Bevacizumab clinical trials g’;astrointestinal fistulae (all grade) have been reported with Elderly Patients |
i gus monkeys, the effects of bevacizumab on the healing of a linear incision were highly variable and no the prepared solution. A sterile needle and syringe should be used to prepare Avamab. tin (as determined by measurement of free and total platinum), and cisplatin. Conclusions on the impact of an incidence of.up to 2% in patients with met’astatic colorectal cancer and ovarian cancer. but were also In randomized clinical trials, age > 65 years was associated with an increased risk ofdeveloping arterial :
: dose-respon_se felationship was evident. The necessary ?mount c_)f bevacizumab fhould t_)e withdrawp and diluted to the requirec! administration bevacizumab on gemcitabine pharmacokinetics cannot be drawn. reported less commonly in patients with other types of cancer. In a trial of patients with persiystent, recurrent Fhroml‘aoembolic events including cerebiovascular accidents, transignt ischemic attacks and rpyocardial |
| Renal function: . . volume leth sodium chlonde_g mg/mL (0.9%) solution for injection. The concentraﬂ_on_of the final bev_amzum- o . o or metastatic cervical cancer, the incidence of Gl-vaginal fistulae was 8.3% in Bevacizumab-treated patients |nfarc.t|on as compareq to those aged < 65 lyears when tregted with Bevacl|zlumab .(see sections 2.4.1 :
| In normal cynomolgus monkeys, bevacizumab had no measurable effect on renal function treated once or ab solution should be kept within the range of 1.4 mg/mL to 16.5 mg/mL. In the majority of the occasions the Combination of bevacizumab and sunitinib malate and 0.9% in control patients, all of whom had a history of prior pelvic radiation. Patients who develop Warnings and Precautions, General and section 2.6.1 Undesirable Effects, Clinical Trials, Thromboembo- |
: twice weekly for up to 26 weeks, and did not accumulate in the kidney of rabbits following two doses up to necessary amount of Avamabcan be diluted with sodium chloride 9 mg/mL (0.9%) solution for injection to a In two clinical trials of metastatic renal cell carcinoma, microangiopathic haemolytic anaemia (MAHA) was Gl—vaéinal fistulae may also r;ave bowel obstructions and require surgical interven.tion as well as diverting lism). Other reactions with a higher frequency seen in patients over 65 were grade 3-4 leucopenia, thrombo- |
| 100 mg/kg (approximately 80-folds the proposed clinical dose). Investigative toxicity studies in rabbits, using total volume of 100 mL. reported in 7 of 19 patients treated with bevacizumab (10 mg/kg every two weeks) and sunitinib malate (50 ostomies cytopenia; and all Grade neutropenia, diarrhoea, nausea, headache and fatigue. From a clinical trial in !
! the models of renal dysfunction, showed that bevacizumab did not exacerbate renal glomerular injury No incompatibilities between Avamab and polyvinyl chloride or polyolefin bags or infusion sets have been mg daily) combination. ’ patients with metastatic colorectal cancer (study AVF2107), no increase in the incidences of other reactions, :
: induced by bovine serum albuminor renal tubular damage induced by cisplatin. observed.Parenteral medicinal products should be inspected visually for particulate matter and discoloura- MAHA is a haemolytic disorder which can present with red cell fragmentation, anaemia, and thrombocytope- Non-Gl Fistulae (see section Warnings and Precautions, General) including gastrointestinal perforation, wound healing complications, congestive heart failure and haemor- |
i Albumin: tion prior to administration. Avamab is forsingle-use only, asthe product contains no preservatives. Any nia. In addition, hypertension (including hypertensive crisis), elevated creatinine, and neurological Bevacizumab use has been associated with serious cases’ of fistulae including events resulting in death rhage, was observed in elderly patients (> 65 years) receiving Bevacizumab as compared to those aged < :
: In male cynomolgus monkeys, Bevacizumab administered at doses of 10 mg/kg twice weekly or 50 mg/kg unused medicinal product or waste material should be disposed in accordance with localrequirements. symptoms were observed in some of these patients. All these findings were reversible upon discontinuation From a clinical trial in patients with persistent, recurrent, or metastatic cervical cancer (GOG-240), 1.8% 0% 65 years treated with Bevacizumab. |
I once weekly for 26 weeks was associated with a statistically significant decrease in albumin and albumin to of bevacizumab and sunitinib malate (see Hypertension, Proteinuria, PRES in section Special Warnings and Bevacizumab treated patients and 1.4% of céntrol patieynts were reported to have had non—gastro}ntéstinal :
: globulin ratio anq incregsg in globulin. These effects were reversible upon cessa'tion of exposure. As the gilute(_j medicinal produq N . o oo - Precautions for Use). vaginal, vesical, or female genital tract fistulae. Uncommon (20.1% to <1%) reports of other types of fistulae Laboratory abnormlalities ) . . ) i
‘ parametgrs remalneq lthhm t_he‘r)ormal reference range of values for these endpoints, these changes were hemical and physical in-use stabm_ty hascbe_en de_monstratgd or 30 days at02 to 8 plu§ an gddmonal i that involve areasof the body other than the gastrointestinal tract (eg, bronchopleural, biliary fistulae) were D_ecreased -neutrophll count, decreased yvhlte blpod count and presence of urine protein may be assocu?\t-ed :
: not conS|de_red.as clinically significant. 48 h-ourslat telmperat-ure notl exceeding 30°C in sodium chlorld‘e 9 mgl/mL (0.9%) solutlop for InJ.ectlon.l From Radiotherapy . ) N . i ) observed across various indications. Fistulae have also been reported in post-marketing experience. Events with Bevamz_umab_ treatment;Aocro_ss _chmcal_ tnals_, the foIIowmg_ Grade 3_ and 4 laboratory abnorme_ulmes |
! Hypertension: ] . . a mlcrob!ologmal point of view, the product shqqld be used immediately. If not used immediately, in-use The sgfety and efficacy of concomitant administration of radiotherapy and bevacizumab hasnot been were reported at various time points during treatment ranging from one week to greater than 1 year from were seen Wlth. anincreased (_.2 %) incidence in patlentsltreated with BeyaC|zumab compared to those in the |
| At doses up to 50 mg/kg twice weekly in cynomolgus monkeys, Bevacizumab showed no effects on blood storage times and condmons. are the responsibility gf the user and wou_ld normally pot be llc_mger than 24 established. initiation of Bevacizumab, with most events occurring within the first & months of therapy. control groups: h_yperglycaemla, decrease_d r_laemoglobln,l hypokz_alaenjlal\, hyp_onatraemla, decreased whlte :
| pressure. hours at 2°C to 8°C, unless dilution has taken place in controlled and validated aseptic conditions. blood cell count, increased PT (prothrombin time), normalised ratio. Clinical trials have shown that transient ‘
: Haemf)s.tasis: . . o ) ) o Fertility, Pregrlancy gnd Lacta?ion . Haemorrhage (see section Special Warnings and Precautions for Use) incregse; in serum f:reatini'ne (ranging betwegn 1.5-1.9 times basgline Ievgl), both with .a.nd without :
| Non-clinical toxicology §tud|es of up to .26 wepks duration in cynomolgus monkeys c_lld not ﬁnd-changes in |nCO.mpathI|It.Ie.S. ) ) ] Women of chll_dbearl-ng pot_entlal/Contfaceptlon . ] . In clinical trials across all indications the overall incidence of NCI-CTC Grade 3-5 bleeding events ranged protelr)urla, are assolCIatedlwqh the use olelevamzunjab. T_he observed increase in serum c_reatlnlne was npt !
| hematology or coagulation parameters including platelet counts, prothrombin and activated partial thrombo- No incompatibilities between Avamab and polyvinyl chloride or polyolefin bags have been observed. A In women with childbearing potential, appropriate contraceptive measures should be used during from 0.4% to 6.9% in Bevacizumab-treated patients, compared to 0 to 4.5% of patients in the chemotherapy associated with a higher incidence of clinical manifestations of renal impairment in patientstreated with i
: plastin time. A model of hemostasis in rabbits, used to investigate the effect of bevacizumab on thrombus concentration-dependent degradation profile of Avastin was observed when diluted with dextrose solutions Bevacizumab therapy. Based on pharmacokinetic considerations, contraceptive measures should be used control- group -The haemorrhagic events that havé been observed in .Bevacizumab clinical studies were Bevacizumab. |
| formation, did not showlalteratiorll in the ratg of clot formation or any other hematological parameters (5%). for at least 6 months following the last dose of Bevacizumab predominantly tumour-associated haemorrhage (see below) and minor mucocutaneous haemorrhage (e.g. . ) :
! compared to treatment with Bevacizumab vehicle. epistaxis) Postmarketing Experience |
: Therapeutic Indications Disposal of unused/expired medicines Pregnancy ’ The following adverse drug reactions have been identified from postmarketing experience with Bevacizum- |
| Metastatic Colorectal Cancer(mCRC) The release of pharmaceuticals in the environment should be minimised. Medicines should not be disposed Angiogenesis has been shown to be critically important to foetal development. The inhibition of angiogenesis Tumour-associated haemorrhage ab (Table 2) based on spontaneous case reports and literature cases. Adverse drug reactions are listed :
: Avamab (bevacizumab) in combination with fluoropyrimidine-based chemotherapy is indicated for treatment of via wastewater and disposal through household waste should be avoided. Use established “collection following administration of Bevacizumab could result in an adverse outcome of pregnancy. There are no Maijor or massive pulmonary haemorrhage/haemoptysis has been observed primarily in studies in patients according to system organ classes in MedDRA and the corresponding frequency category estimation for |
, of patients with metastatic carcinoma of the colon or rectum. systems”, if available in your location. adequate and well-controlled studies in pregnant women. IgGs are known to cross the placental barrier, and with nonsmall cell lung cancer (NSCLC). Possible risk factors include squamous cell histology, treatment each adverse drug reaction is based on the following convention: very common (21/10); common (=1/100 to :
: Metast: Breas{ Capcer(mBC) . o - . ) . . ) ) lB_evalcizumab may inhibitlangiogepesis in the foetu§. In the‘pos-t-marlketing setting, cases pffoetal abnormal- with antirheumatic/anti-inflammatory drugs, treatment with anticoagulants, prior radiotherapy, Bevacizumab <1/10); uncommon (= 1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000). |
, Avamab in combination with paclitaxel is indicated for first-line treatment of patients with metastatic breast Special Wafnlngs and Precautlgps for Qse . . |t_|es in women treated with bevacizumab alpne or in combination with knox_/vn embryotoxic chemotherapeu- therapy, previous medical history of atherosclerosis, central tumour location and cavitation of tumours prior ) ) ) :
| cancer. In order to improve the traceability of biological medicinal products, the name and the batch number of the tics have been observed. Therefore, Bevacizumab should not be used during pregnancy. to or during therapy. The only variables that showed statistically significant correlations with bleeding were Table 18 Adverse Drug Reactions from Postmarketing Experience ‘
€ : Advanced-, metals‘tatlc or requrrent Non-Small Cell Lung lCalncgr (NSCLC)l . . . administered product should be clearly recorded. ) Bevacizumab therapy and squamous cell histology. Patients with NSCLC of known squamous cell histology y P ——r— o |
E . Avamab, in addition to pIatmum-_based chemotherapy, is indicated for first-line treatment of patients with ) ) ) . ) ) La_ctatlon ) ) ) _ _ o or mixed cell type with predominant squamous cell histology were excluded from subsequent studies, while q Yy gory :
@ I unresectable advanced, metastatic or recurrent non-squamous non-small cell lung cancer. Gastrointestinal (Gl) perforations and fistulae (see section Undesirable Effects) It is not known whether bevacizumab is excreted in human milk. As maternal IgG is excreted in milk and patients with unknown tumour histology were included. In patients with NSCLC excluding predominant i
: o Patients may be at an increased risk for the development of gastrointestinal pen‘or_ation and gall bladder bevacizumab could harm infant growth and development (see section Preclinical Safety Data), women must squamous histology, all grade events were seen with a frequency of up to 9.3% when treated with Infections and Infestation :
| Advanceq and/or'n‘ . . Renal Cell Cancerl(mlR(?,C) o . . perforation when tregted ywth bevamzymab. Bevacnzumab should pe permanently discontinued in patnepts d|scont|n_ue breast-feeding during therapy and not breast-feed for at least six months following the last dose Bevacizumab plus chemotherapy compared with 5% in the patients treated with chemotherapy alone. Grade Necrolising fasciitis'? Rare |
I Avamab in combination with interferon alfa-2a is indicated for first-line treatment of patients with advanced who develop gastrointestinal perforation. Patients treated for persistent, recurrent, or metastatic cervical of bevacizumab. _ ; o i ; ;
| _ N . N i - ’ 3-5 events have been observed in up to 2.3% of patients treated with Bevacizumab plus chemotherapy as 1 tem disord |
. and/or metastatic renal cell cancer. cancer with bevacizumab may be at increased risk of fistulae between the vagina and any part of the Gl tract compared with <1% with chemotherapy alone. Major or massive pulmonary haemorrhage/haemoptysis can mmune system disorders I
. ) ) . - . —— i
! , (Gastrointestinal vaginal fistulae). Fertility o y ) ] ) ) - occur suddenly and up to two thirds of the serious pulmonary haemorrhages resulted in a fatal outcome (see Hypersensitivity Unknown |
,  Glioblastoma ) ) o ) ) ) ) ) Bevacizumab may impair female fertility. Women of child-bearing potential should beadvised of fertility section Warnings and Precautions,General). Gastrointestinal haemorrhages, including rectal bleeding and Infusion reactions® Unknown [
| Ayamab is indicated for the treatment of gI|obI§storT1a with progressive disease fgllowmg prior therapy asa Nor.1—GI fistulae (see sgctlon Unde§|rable Effects) . . ) preservation strategleslprlor to starting treatment with Bevacizumab. Repgat dose safety sltudles in animals melaena have been reported in colorectal patients, and have been assessed as tumour-associated haemor- Nervous system disorders :
I single agent. The effectiveness of Avamab in glioblastoma is based on an improvement in objective Patients may be at increased risk for the development of fistulae when treated with bevacizumab. have shown that bevacizumab may have an adverseeffect on female fertility. A substudy with 295 premeno- g : ; : -

i N - , , . ) - rhages. Tumour-associated haemorrhages were also seen rarely in other tumour types and locations and Hypert halopathy®* Very R |
| response rate. There are no data demonstrating an improvement in disease-related symptoms or increased Permanently discontinue bevacizumab in patients with tracheoesophageal (TE) fistula or any grade 4 fistula. pausal women has shown a higher incidence of new cases of ovarian failure in the bevacizumab group included cases of central nervous system (CNS) bleeding in patients with CNS metastases and in patients ypertensive encephalopatny ery Rare |
| survival with Avamab. Limited information is available on the continued use of bevacizumab in patients with other fistulae. In cases compared to control group. After discontinuation of bevacizumab treatment, ovarian function recovered in with glioblastoma. The incidence of CNS bleeding in patients withuntreated CNS metastases receiving Posterior Reversible Encephalopathy Syndrome (Pres)? Rare :
: of internal fistula not arising in the gastrointestinal tract, discontinuation of bevacizumab should be the majority of patients. Long term effects of the treatment with bevacizumab on the fertilityare unknown. bevacizumab has not been prospectively evaluated in randomised clinical studies. In an exploratory |
i Epithelial Ovarian, Fallopian Tube and Primary Peritoneal Cancer _ considered. . retrospective analysis of data from 13 completed randomised trials in patients with various tumour types, 3 Vascular disorders |
| Avamalb, in combination with carboplatm and pgchtaxel is indicated for?he front-llme treatment of advancgd Ur!d_eswab_le Effects patients out of 91 (3.3%) with brain metastases experienced CNS bleeding (all Grade 4) when treated with Renal thrombotic microangiopathy, clinically manifested as proteinuria* Unknown ‘
: (FIGO* stages Ill B, Il C, and IV) epithelial ovarian, fallopian tube, or primary peritoneal cancer. Avamab, in Haemorrhage Clinical Trials bevacizumab, compared to 1 case (Grade 5) out of 96 patients (1%) that were not exposedto bevacizumab. |
,  combination with carboplatin and gemcitabine or in combination withcarboplatin and paclitaxel is indicated Patients treated with bevacizumab have an increased risk of haemorrhage, especially tumour associated Summary of safety profile In two subse ’uent studies in patients with treated brain metastases (which included around 800 patients) - - !

; i : ~ i Al : ; : ; ; i f ; ; i ; f : i ; : ; ; : . q P . . P >/ Aneurysms and artery dissections !
: for Fhe treatment of patients with recurrgnt, platllnum sen;lhve, epithelial ovarian, fallopian tube, qr prlmary haemprrhag_e. Bevacgumab should be dlscontlpued permanently in patients who experience grade 3 or 4 lCIlmcaI‘tnaIs ha-ve peen gonducted in patients with var|ouslmallgnanC|<lasl treatgd with beyamzumab, predom one case of Grade 2 CNS haemorrhage was reported. Intracranial haemorrhage can occur in patients with Unknown |
‘ peritoneal cancer who have not received prior bevacizumab or other VEGF*-targeted angiogenesis bleeding during bevacizumab therapy (see section Undesirable Effects). inantly in combination with chemotherapy. The safety profile from a clinical trial population of approximately relapsed glioblastoma. In study AVF3708g, CNS haemorrhage was reported in 2.4% (2/84) of patients in the |
| inhibitors. Avamab in combination with paclitaxel, topotecan, or pegylated liposomal doxorubicin is indicated An evaluation for the presence of varices is recommended within 6 months of initiation of bevacizumab in 5,500 patients is presented in this section. For post marketing experience see section Postmarketing below. Bevacizumab alone arm (Grade 1); an<’j in 3.8% (3/79) of patients treated with Bevacizumab and Respiratory, thoracic and mediastinal disorders :
I for the treatment of adult patients with platinum-resistant recurrent epithelial ovarian, fallopian tube, or patients with HCC. There is lack of clinical data to support the safety of bevacizumab in patients with variceal See section Clinical/Efficacy Studies for details of major studies, including study designs and major efficacy irinotecan(Grades 1,2 and 4). Across 'a” Bevacizumab clinical trials, mucocutaneous haemorrhage were Nasal septum perforation Unknown |
: primgry perlitoneal cancgr who ref:eived no more than twp pripr chemotherapy regimens and who have not pleeding within 6 months prior to trgatment, untreated or incorrllplleterAtreated variges with pleeding, orAhigh results. The most seriousladverse events were: ) ) seen in up to 50% (')f patients treated with Bevacizumab. These w’ere most commonly NCI-CTC Grade 1 Pulmonary hypertension Unknown :
1 received prior therapy with bevacizumab or other VEGF inhibitors or VEGF receptor—targeted agents. risk of bleeding because these patients were excluded from clinical trials of bevacizumab in HCC. Patients « Gastrointestinal perforations (see section Warnings and Precautions, General) epistaxis that lasted less than 5 minutes, resolved without medical intervention and did not require any - ‘
: *FIGO: International Federation of Gynaecology and Obstetrics with untreated CNS metastases were routinely excluded from clinical trials with bevacizumab, based on « Haemorrhage including pulmonary haemorrhage/haemoptysis, which is more common in NSCLC patients change in the Bevacizumab treatment re’gimen. Clinical safety data suggest that the incidence of minor Dyspho.nla - : Common |
| *VEGF: Vascular Endothelial Growth Factor imaging procedures or signs and symptoms. Therefore, the risk of CNS haemorrhage in such patient has not (see section Warnings and Precautions, General) mucocutaneous haemorrhage (e.g. epistaxis) may be dose dependent.S There have also been less Gastrointestinal disorders !
| been prospectively evaluated in randomised clinical studies. Patients should be monitored for signs and « Arterial thromboembolism (see section Warnings and Precautions, General) Analyses of the clinical safety common events of minor mucocutaneous haemorrhage in other locations, such as gingival bleeding or Gastrointestinal ulcer | Unknown :
‘ Cervical Cancer symptoms of CNS bleeding, and bevacizumab treatment discontinued in cases of intracranial bleeding. data suggest that the occurrence of hypertension andproteinuria with bevacizumab therapy are likely to be ; ; ' o : |
[ A e . . . X . o t s - - X : . ) . i ' ; vaginal bleeding. Hepatobiliary disorders
1 Avamab in combination with paclitaxel and cisplatin or paclitaxel and topotecan is indicatedfor the treatment There is no information on the safety profile of bevacizumab in patients with congenital bleeding diathesis, dose-dependent. N !
| ) i ) ) ) ) ) o ) ) - e ’ - ) Gallbladder perforation | Unknown !
3 y . |
‘ of persistent, recurrent, or metastatic carcinoma of the cervix e'chulrgd coagulqpathy orin patients receiving full dose oflantlcoagulants for the treatmgnt of.thromboembo— The most frequgntly ob.served advers.e drgg reactions across gllnlcal .tnals in patients receiving bevacizumab Hypertension (see section Special Warnings and Precautions for Use) — -
| lism prior to starting bevacizumab treatment, as such patients were excluded from clinical trials. Therefore, were hypertension, fatigue or asthenia, diarrhoea and abdominal pain An increased incidence of hypertension (all grades) of up to 42.1% has been observed in patients treated Musculoskeletal and connective tissue disorders I
| Contraindications ) ) ) " caution should be exercised before ) ) o . . with bevacizumab compared with up to 14% in the comparator arm. In clinical trials across all indications the Osteonecrosis of the Jaw (ONJ)° Unknown |
. Avamab is contraindicated in patients with known hypersensitivity to: |n|t|alt|r.lg bevacgumab therapy in .these patients. However,. patients who developed venous thromqus while Tabulateq list of adverse reactlf)ns ) . ) . o o overall incidence of NCICTC Grade 3 and 4 hypertension in patients receiving bevacizumab ranged from Osteonecrosis at sites other than the jaw®” Unknown :
| . Any components of the product . . - receiving ‘bevamzumabtherapy did notappgarto have an |n‘creased rate of Grade 3 or above bleeding when Table 17 lists adverse drug reactpns gsspmgted with the use of bevacizumab in combination with d|ﬁer§nt 0.4% to 17.9%. Grade 4 hypertension (hypertensive crisis) occurred in up to 1.0% of patients treated with Congenital, familial and genetic disorders |
I+ Chinese hamster ovary cell products or other recombinant human or humanised antibodies treated with full dose of warfarin and bevacizumab concomitantly. chemotherapy regimens in multiple indications, by MedDRA system organ class. The corresponding Bevacizumab compared to up to 0.2% patients treated with the same chemotherapy alone. Hypertension J_'—F tal ab ltios? Unk |
i Y ; - : : oetal abnormalities nknown
| o . ) ) _ ) frequ?ncy category for each adv?rse drug reaction is based on thg following convention: very common = was generally adequately controlled with oral anti-hypertensives such as angiotensin-converting enzyme |
: Dosage and Administration Seygre Eye Infections Following Compoundlng for Unapproved Intravitreal Use. . o . 1/10); common (=1/100 tg <1/10); uncommon (= 1/13000 to <11 0(3), rare (=1/10,000 to <1/1,000); very rare inhibitors, diuretics and calcium-channel blockers. It rarely resulted in discontinuation of Bevacizumab 1 Usually secondary to wound healing complications, gastrointestinal perforation or fistula formation ‘
General Individual cases and clusters of serious ocular adverse events have been reported (including infectious (<1/10,000). These reactions had occurred either with at least a 2% difference compared to the control arm treat t or hospitalisation. Vi f hypertensi halopathy h b rted f ’ : . |
| Substitution by any other biological medicinal product requires the consent of the prescribing physician, the endophthalmitis and other ocular inflammatory conditions) following unapproved intravitreal use of (NCI-CTC [common toxicity criteria] Grade 3-5 reactions) or with at least a 10% difference compared to the (Ao orospra sa o, 1 vy Tare Cases of iyperensive enceplalopatly 1are peen Teporiec, some o * See section .2'4'1 Warnlng§ and Precat{tlons,.General . . . !
! e : ) 1dl ; g 8 : ¥ v 1Pl X . g : < X g which were fatal (see section Warnings and Precautions, General). The risk of bevacizumab associated 3 The following are possible co-manifestations: dyspnoea/difficulty breathing, flushing/redness/rash, |
I benefit-risk of alternating or switching need to be carefully considered. bevacizumab compounded from vials approved for intravenous administration in cancer patients. Some of control arm (NCI-CTC Grade 1-5 reactions), in at least one of the major clinical trials. Adverse drug reactions hypertension did not late with th tients’ baseli h teristi derlying di itant . N . o "
‘ ! ) " . . ) ) ) ' . . ) ° ° ! ¢ > ) ypertension did not correlate wi e patients’ baseline characteristics, underlying disease or concomitan hypotension or hypertension, oxygen desaturation, chest pain, rigors and nausea/vomiting. I
. Avamab should be prepared by a healthcare professional using aseptic technique (see Special Precautions these events have resulted in various degrees of visual loss, including permanent blindness. are added to the appropriate category in the table below according to the highest incidence seen in any of therapy. 4 See section 2.6.1 Undesirable Effects. Clinical Trials |
for Di [ her Handling). he major clinical trials. Within each fi i i [ f ; i i i i 2 * ‘
: 'I?r:e ifizglsivzr::agtds;e ::gullr:igt)ae delivered over 90 minutes as an intravenous infusion. If the first infusion Pulmonary haemorrhage/haemoptysis Ei:c:;zjs?r:gc;r:;zutsr;izs SI:)r::eeoefliherzg\l/":rliyrg;%?iglgg ;‘ngzstii;igcfriﬂg:; 2;eer? ﬁﬁﬁﬁ%l&f&? Posterlor Reversible Entozephalopathy Syndrome (see §ectlon \(\Igrnlngs and Precautions, General) * Cases of ONJ observed in Bevacizumab-treated patients mainly in association with prior or concomitant |
' is well tolerated, the second infusion may be administered over 60 minutes.If the 60—min.ute infusion is well Patients with non-small cell lung cancer treated with bevacizumab may be at risk of serious, and in some however, bevacizumab .may exacerbate these reactions when combined with chemotherapeutic agentsj TW-O conﬂrmgd cases (0.8%) of PRES hav_e been reported [none clinical st_udy. Symptoms usualy resolve use ofbisphosphonates. :
! ’ o " ) . ) . ! - : ) . he or improve within days, although some patients have experienced neurologic sequelae. ¢ Cases observed in Bevacizumab-treated pediatric patients. See section 2.5.4 Use in special populations, - |
| tolerated, all subsequent infusions may be administered over 30 minutes. cases fatal, pulmonary haemorrhage/haemoptysis. Patients with recent pulmonary haemorrhage/ haemop- Examples include palmar-plantar erythrodysaesthesia syndrome with pegylated liposomal doxorubicin or Pediatric use |
! is (>1/2 I houl ith B i . itabi i i i iplati il di ia wi :
‘ ) ) o _ tysis (>1/2 teaspoon red blood) should not be treated with Bevacizumab capgcnablne, peripheral sensory neuropathy with paclitaxel or oxaliplatin, and nail disorders or alopecia with Thromboembolism 7 Osteonecrosis observed in pediatric population in non-company clinical trials was identified through post- |
| Dose reduction of Avamab for adverse events is not recommended. If indicated, Avamab should either be paclitaxel. Arterial thromboembolism marketing surveillance and has thersfore been added to the post marketing section as neither CTC grade :
! ly di i il ibed in Warni P ions. A i Hypertensi tion Undesirable Effect ; o : : ; : ; :
! ﬁgirfr:inmeur:geg?g? ir:wt;::\ﬁt(lj'cgl tli?a?(()gzg )\l/\ls:r?w?:gsd z(rjlda i’:‘eisact:;:zends? amings and Precations. Avamad s Axﬁscrzgsslgg i(r?;?j;:(?elc;? hyr:)e?elfsioi w;sccftgserved in bevacizumab-treated patients. Clinical safety data Table 17 Very Common and Common Adverse Drug Reactions An lncreasled -mCI-d ence of a!’terlal thromboembolic eyents was obselrveld n pgtlents tre-ated.WIth Bgvamzum- norreporting rate were available from published data. :
I t that the incid t hvbertension is likely to be d dent. P st h rtonsi hould ab across indications including cerebrovascular accidents, myocardial infarction, transient ischemic attacks, 8 Cases have been observed in women treated with bevacizumab alone or in combination with knownem- ‘
! ) suggest that the incidence of hypertension Is likely to be dose-dependent. Fre-existing hypertension shou . and other arterial thromboembolic events. In clinical trials, the overall incidence ranged up to 5.9% in the bryotoxic chemotherapeutics. See section 2.5.2 Use in Special Populations, Pregnancy |
: Metastatic Colorectal Cancer (mCRC) be adequately controlled before starting Bevacizumab treatment. There is no information on the effect of NCI-CTC Grade 3-5 Reactions ( 1;3:} (Zr:fde Reac:ons Bevacizumab containing arms compared up to 1.7% in the chemotherapy control arms. Fatal outcome was ’ |
The recommended dose of Avamab, administered as an infusion, is either 5 mg/kg or 10 mg/kg of body bevacizumab in patients with uncontrolled hypertension at the time of initiating therapy. Monitoring of blood (>2% difference between the study arms in >10% difference between . o, ; L . ; - . o . . . X i |
! L - ; reported in 0.8% of patients receiving Bevacizumab in combination with chemotherapy compared to 0.5% of
I weight given once every 2 weeks or 7.5 mg/kg or 15 mg/kg of body weight given once every 3 weeks. It is pressure is generally recommended during therapy. In most caseshypertension was controlled adequately Syst at least one cflinical trial) the study arms in at least ﬁ t o ﬁ th Ig Cereb | idents (including Py L ph c att k° Description of selected adverse drug reactions from postmarketing experience Eye disorders I
‘ . ) . ) - - ! . i oS Y N > ystem Organ Class one clinical trial) patients receiving chemotherapy alone. Cerebrovascular accidents (including transient ischemic attacks) (reported from unapproved intravitreal use) I
recommended that treatment be continued until progression of the underlying disease or using standard antihypertensive treatment appropriate for the individual situation of the affected patient. rted i t0 2.7% of B - b treated patient 0.5% of patients in th trol . . S . . |
| until unacceptable toxicit Bevacizumab should be permanently discontinued if medically significant hypertension cannot be adequate- WETe TEpOTEc N up 10 2.1 7> 01 Sevaciziifian Teared patie’s versus o7 o patene In ‘he conire’ groue: Infectious endophthalmitis (frequency not known; some cases leading to permanent blindness; one case !
‘ P v . bep enty ) ically sid yperten - qua Very common Common Very common myocardial infarction was reported in 1.4% of Bevacizumab treated versus 0.7% of patients in the observed reported extraocular extension of infection resulting in meningoencephalitis); Intraocular inflammation (some |
‘ ly controlled with antihypertensive therapy, or if the patient develops hypertensive crisis or hypertensive control group. In one clinical trial, AVF2192g, patients with metastatic colorectal cancer who were not leading t t blind ~includi luster of seri infl tion leading to blind |
' Metastatic Breast Cancer (mBC) encephalopathy _ ¢ -al trial, . met: ¢ _ cases leading to permanent blindness; including a cluster of serious eye inflammation leading to blindness ‘
| . . . . Sepsis candidates for treatment with irinotecan were included. In this trial arterial thromboembolic events were after compounding an anticancer chemotherapy product for intravenous administration) such as sterile ‘
1 The recommended dose of Avamab is 10mg/kg of body weight given once every 2 weeks or 15 mg/kg of ) ) ) ) Infections and Abscess observed in 11% (11/100) of Bevacizumab patients compared to 5.8% (6/104) in the chemotherapy control endophthalmitis, uveitis, and vitritis; Retinal detachment (frequency not known); Retinal pigment epithelial [
! body weight given once every 3 weeks as an intravenous infusion. It is recommended that Avamab Posterior reversible encephalopathy syndrome (PRES) (see section Undesirable Effects) There have been infestations Cellulitis roup. In an uncontrolled clinical trial, AVF3708g, in patients with relapsed glioblastoma, arterial thrombo- ? ! ! - ! |
' ireatment be continued until - £ th derlying di - - . - - . ) Infecti group. 1 , g, In p: =lap glio a, alth : tear (frequency not known); Intraocular pressure increased (frequency not known); Intraocular hemorrhage
| progression of the underlying disease. rare reports of bevacizumab-treated patients developing signs and symptoms that are consistent with nfection embolic events were observed in 6.3% (5/79) of patients who received Bevacizumab in combination with ) ; . . X !
i i f ; ; : . Febrile neutropenia Anaemia er . ) ‘ > such as vitreous hemorrhage or retinal hemorrhage (frequency not known); Conjunctival hemorrhage |
I ) PRES, a rare neurologic disorder, which can present withthe following signs and symptoms among others: Blood and the e P . irinotecan compared to 4.8% (4/84) of patients who received Bevacizumab alone. f t K Followi iabl d lidated thods i di " d |
! Advanced, metastatic or recurrent Non-Small Cell Lung Cancer (NSCLC) seizures, headache, altered mental status, visual disturbance, or cortical blindness, with or without associat- lymphatic system Leucopenia Lymphopenia ﬁre‘yl‘_e”cyf N t’?"""”)', o arae cvanio (e e o oonthalmitis sd othar cals |
. Avamab is admln|§tered in add|t|qn tg platlnum—baseq chemotherapy for up to 6 cycles of treatment foIIowgd ed hypertension. Adiagnosis of PRES requires confirmation by brain imaging, preferably magnetic resonan- disorders Thr’;‘i‘gz@’;’?;;inia Venous thromboembolism ina;lr;rr:rr:]ga:z) Z:zéaioiesr;zl';;;?: arrniltivelzésea?i\éirt]sshgcg l:)eI:r? r'g iit:éjs endophthalmitis and other ocular :
| by Avamab as a single agent until disease progression. The recommended dose of Avamab when used in ceimaging (MRI). In patients developing PRES, treatment of specific symptoms including control of Dehvarat Anorexi In clinical trials across indications, the overall incidence of venous thromboembolic events ranged from 2.8% Y g mdipe P poriec: [
addition to cisplatin-based chemotherapy is 7.5 mg/kg of body weight given once every 3 weeks as an ion i i i i i i initiati : ehydration norexia ) } L : |
Lo I ? o dpé' p ng ] ) r): 9 dg' oo ry oo e r hypert'ensmn is recorlnmen'ded along with d|scgnt|quat|on oleevamzumab. The safety of reinitiating Metabolism and Hyponatraemia Hypomagnesaemia to 17.3% in the Bevacizumab containing arms compared to 3.2% to 15.6% in the chemotherapy control Systemic Events (reported from unapproved intravitreal use) :
I intravenous Infusion. The recommended dose of Avamab when used In addition to carboplatin-base bevacizumab therapy in patients previously experiencing PRES is notknown. nutrition disorders ; Vi thromb boli ts include d thrombosi d oul boli Grad A ; X i X .
| i i f i infusi Hyponatraemia arms. Venous thromboembolic events include deep venous thrombosis and puimonary embolism. Grade Increased risk for haemorrhagic stroke; Increased risk for overall mortality. Increased risk of serious !
chemotherapy is 15 mg/kg of body weight given once every 3 weeks as an intravenous infusion. 3 hromb boli h b di 8% of pati d with ch h ) . % ! S . N A |
| Arterial thromboembolism (see section Undesirable Effects Peripheral sensory neuropathy | Cerebrvascular accident Dysgeusia -5 venous thromboembolic events have been reported in up to 7.8% of patients treated with chemotherapy systemic adverse events for Avastin, most of which resulted in hospitalization (adjusted risk ratio 1.29; 95% ‘
[ ' erial thron olism ( lon Undesir: ts) o _ ) Nervous system Syncope Headache plus bevacizumab compared with up to 4.9% in patients with chemotherapy alone. Patients who have CI: 1.01. 1.66) (Incidence 24.1%: comparator 19.0%
1 Advanced and/or metastatic Renal Cell Cancer (mRCC) In clinical trials, the incidence of arterial thromboembolic reactions including cerebrovascular accidents ¢ yncop ! X h : : ; . :1.01, 1.66) (Incidence 24.1%; comparator 19.0%). !
f ; ; f L N T X N _ ; . disorders Somnolence Dysarthria experienced a venous thromboembolic event may be at higher risk for a recurrence if they receive |
! The recommended dose of Avamab is 10 mg/kg of body weight given once every 2 weeks as an intravenous (CVAs), transient ischaemic attacks (TIAs) and myocardial infarctions (MIs) was higher in patients receivin : ; ination wi inical trial in pati
| infusion. Iti ded that A b treat tb tinued until . f th derlying di ) € emi ! Y nig p 9 Headache Bevacizumab in combination with chemotherapy versus chemotherapy alone. From a clinical trial in patients Overdose !
,Infusion. Itis recommended that Avamab treatment be continued until progression ot the underlying disease. bevacizumab in combination with chemotherapy compared to those who received chemotherapy alone. - . . : ) i N ~ ) ) o . !
: . ; e ; ' ; Eye disorders with persistent, recurrent, or metastatic cervical cancer (study GOG-0240), grade 3-5 venous thromboem The highest dose tested in humans (20 mg/kg of body weight, intravenous every 2 weeks) was associated \
! Bevacizumab should be permanently discontinued in patients who develop arterial thromboembolic events. Eye disorders imation i ; i o ; ; ; . I . ’ |
I Glioblast A > - A > ’ - ) - Lacrimation increased bolic events have been reported in up to 10.6% of patients treated with chemotherapy and bevacizumab with severe migraine in several patients
‘ loblasioma » o ) . Patients receiving Bevacizumab plus chemotherapy with a history of arterial thromboembolism, diabetic or Cardiac failure cogestive compared with up to 5.4% in patients with chemotherapy alone. : |
i The re;omrr;(ended dose of Avamab, administered as an infusion is 10 mg/kg of body weight given once age greater than 65 years have an increased risk of developing arterial thromboembolic events during Cardiac disorders Supraventricular Special Precautions for Storage :
every 2 weeks. i ] i i i ; ;
: ry Bevacizumab therapy. Caution should be taken when treating such patients with Bevacizumab. R Thr;e:gzz:ﬂgism N Conggstive_ hear‘t failure (.CHF) . A . o Store in a refrigerator (2 - 8°C). Do not freeze. :
: Epithelial Ovarian, Fallopian Tube and Primary Peritoneal Cancer Venous thromboembolism (see section Undesirable Effects) yP! (artorial yP! In cI,mcaI trials with Bevacizumab, cgngesnv’e hee'lrt fallu're (CHF) wgs observed in all cancer |nd|cat|9ns Keep the vial in the outer carton in order to protect from light. |
ini i i ion i i , - - i ) ) ) Vascular disorders ; ) studied to date, but occurred predominantly in patients with metastatic breast cancer. In phase Il studies I
| The recommended dose of Avamab administered as an intravenous infusion is as follows. Front-line Deep vein thrombosis X X N X N )
| . it o i ; o ; Patients may be at risk of developing venous thromboembolic events, including pulmonary mbolism under P (AVF2119g and E2100,) in patients with metastatic breast cancer an increase of CHF Grade 3 or more with Presentations ‘
‘ treatment: 15 mg/kg of body weight given once every 3 weeks when administered in addition to carboplatin Bevacizumab treatment. Patients treated for persistent, recurrent, or metastatic cervical cancer with Haemorrhage Bevacizumab was seen. CHE was reported in ub to 3.5% of patients treated with Bevacizumab compared lons . ) o ) |
and paclitaxel for up to six cycles of treatment followed by continued use of Avamab as single agent for 15 - ; : h ) ) : D € . : P p 10 9.5% o p € ‘ P 4 mL solution in a vial (Type | glass) with a stopper (chlorobutyl rubber) containing 100 mg of bevacizumab. !
! Bevacizumab may be at increased risk of venous thromboembolic events (see section Undesirable Effects). i i Pulmonary embolism yspnoea with up to 0.9% in the control arms. Most of these patients who developed CHF during mBC trials showed L R ) . R |
' months or until disease progression, whichever occurs earlier. ;i ; ; f ; ith life- i i Respiratory, thoracic Dyspnoea Epistaxis \ p Jo -V € p S op ! 9 ow 16 mL solution in a vial (Type | glass) with a stopper (chlorobutyl rubber) containing 400 mg of bevacizumab. . ‘
| Treah t of g > Bevangmab_should be d|scont|nged in p?tlents ‘wnh life threatenl_ng (Grade 4) venous thromboembolic and mediastinal l}: ; Rhiniti improved symptoms and/or left ventricular function following appropriate medical therapy. In most clinical X |
| reatment of recurrent disease: ) ) o ) o events, including pulmonary embolism. Patients with thromboembolic events < Grade 3 need to be closely disord ypoxia initis trials of Bevacizumab. patients with pre-existing CHF of NYHA Il — IV were excluded. therefore. no informa- o w
| Platinum sensitive: 15 mg/kg of body weight given once every 3 weeks when administered in combination monitored. isorders Epistaxis Cough rars g » P ' pre- gt . . , ©, NO IO KA L B E g,
: with carboplatin and paciitaxel for 6 cycles and up to 8 cycles followed by continued use of Avamab as a tion is available on the risk of CHF in this population. Prior anthracyclines exposure and/or prior radiation to S
| single agent until disease progression. Z, :
| c !
| >
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