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EMEA Public Statement

Review of recombinant Facfor VmくFVIIIJ prod11CtS女

and iJlhibitor developmeJlt
s.Advate, KogeTLate Rayerltlelixate N eェGetI, Kogellateltleli耳ate, Reeonlbinate, ReFaeto

Recombi11an伯ctol. Vtll tFVll11 products are lユSed for preventioll郎1d treatment ofbleedi-唱in patients

with haemophilia A.

One of the lllaJOr eOmpllCatio11S Of the h,eatmellt is a poor controJ of bleedillg lhiked to the

developITlenf of all antibody agahlSt factor VI71 lalso ca11ed an.j血jbilor1. The risk of inl1ibjtor

development is highel. ill patielltS With severe haemophilia A tha11 jn patjefltS With mild or model.ate

disease.

The occu汀enCe Of il止ibjtol.S ill preViotlSly ulltreated patieJltS Should be seen as a 11atural response of

the immulle SyStelll tO a
foll己Ign PrOtehl However. fhe development of i山1jbjtors in rl一ulti-tran5RISed

and sfable previotlSly treated patients fPTPsl lllay be due lo the characterj5fics of an individtlal FVIl1

1つ1-Od11Ct.

Before marketi71g audlOrlSatioll. tllere is only lhTlited il血rlnation on illlllbitor development in PTPs,

alld monitormg lll11St be contillued during the post authorlSation phase. jl-Cludi11g pOSトmarketing

sttldies, This monitorinB has l.eVealed a higher lllJmber of cases of inl1ibitolちin PTPs irL reCOmbillant

FVl11 products tllaTI WOtlld be expected如m eRperience with plasma derived FVm prod11CtS. BecatlSe

of rhis, the Col11111jttee for MedicjTlaJ Products for Human UseくCliMPl uJldertook a l-eView of aJI

culTelltly audlOrised recombinant FVln prod11CtS tO aSSeSS the ljsk of inl1ibitol. development alld to

ideTlti付ifthere al.e difFerences ill tllis 11Sk between pTOducts,

The CliMP review of reeorrlbinant FVTJT prod11Cl-sわICluded data fl10111 Clinicahrials. post-markefing

studjes tincltldirig Oll-gOing studiesJ and spolltaneOuS l.epOlls. fnl1ibitors ill PTPs have beell

docul-1ented for all recombinant FVI11 prodtlCtS, altho11gl1 the tme jneidellCe Of jJJlibitor developmellt

in PTPs carulOt be obtained rTOlll POSトnlarkethlg SPOrlraneOuS rePOlls.

rl was JIOt POSSible to l-eaCh defhlite eonelusioilS On the jllCidellCe Of illhibitol笥With eaeh of the

recombinarLt FVI7T products, because of differellCeS ill Study desigl1 0f post TrLal.ketjllg Safety studjes,

ease definitions, tl.eatlllent reBimes te.g. for bleeding episodes I, patient charaeteristies. nlethodology of

the FVI71 hlllibitor assays alld djfferellCeS ill the dtlratjonlfollow-up ofthe stttdies.

On the basis of dle reViewed data. the CHMP corlelu亡ted fl汀fherrnore tllat it is llOt POSSible to

differelltiate rhe risk of inl1ibitol. developmellt in PTPs amollき1Leeolllbillallt FV川pl10duetsL CtllTe-1tly

il is also not knowll Whelher reconlbinallt FVITI products are more ill-1mnOgenic thall plasma del.ived

FV7II products.

Therefore. the EMEA wislleS tO jnform health-eare professionals and patielltS that二

. 1nl1jbitors ill PTPs have been l.ePOrtedfor all recombhlant FVIII products.

On the basis of etn.elll data. it is not possible to qtlanlify and

recombinant FVm prodttcts, Additio11al sttldies are needed.

7 Westferry Circus, Canary Wharf, London. E14 4HB, UK

TeI.く44-20I 74 18 84 DO Faxく44120I 74 78 84ロ9

E.maり二maiI魯emea,eu.int httpこIIwww-emea.eu,int

16

compaTe the rislくbetween


