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Dear Patient, 

• ' SCR' ..  L 
E. 

The ttott havo pravlded ro$ourco for a phased tell out 4f rceast foent eiotting (aeteG Thfp Will be on the basis 01 
age:tthose sip to the age of Oil yaacs ntadkig t"sr3t) With ovoryloao atott3ng by Aptil 2005. 

At tho Roppt fre6, seat Qlsn t0 provide Ih(s.as paUonis attend ttta Ca  re itosv ittalf t aas take out Wa will 
naattoobtaineignad in#trine'#dpatlentconsonl and weapptecf44tetheremayb4p e 4aoptefoftootayon 
ptesihodatly'td prOdact, 

•At the par+oof eo5#tatlon of newt/ product we would.plan to give guldar ca an the recirnstituton and dnslnq of the 
feearlabtant pruduo4 

'tftWllolstt need to check an lathe ta: eaeen and pro and post PVIII or FIX Laval. A repeat fnhloltor ecxeen wl!l 
bts cts ecAW at the noel  months fewo s, 

What do you need to do? 

1. You should read the enclosed Information In preparallon 10 sign consent. 

2, ,You et conk content fhe font chat€ whew you have anty'a few vlale of plasma derived coeccnsate left to 
iff~rrr uO when you propoaotoOdltn;t}uurhawalakerat_ 

3. You should bring all r®mainfng vials of plasma derived concentrate to return to the Centro. 

4. Ideaity, If you use prophylaxis you shdutd avoid troatlnodi for at least 48 irours before atteneleg the Contra. 

Yours sincerely _•_,_•_,_,_,_•„_•_•_,_.... ,_ .... ,_,_,_,_•_,_........ 

GRO-C I GRO-D -------~-~-~-~---~-~---- - 
GRO-C 

Clsda6neatt ae Die GRO-D I -•-• • 01Yh i f Vee 
._. 

€rrffaxxorrsttta let [s Cnhsntam rsaarrrdtologlst feces* 4p meet 

GRO-D GRO-C 

GRO-D 1S~eC~tBI15ft rri93¢ton 
_._._._._

ordt'gr.' t;E' Clinical Nurse'Spaateltat 

Enq. 

>~ flay ptsaH3rapsllsedPtilg fIIs~f£ Iboyal xeettospilal,PondSSnzeLLa4t *'N X3206 TeIb207734o500 Fasta2078307460 
' ~ •~iese4l~; Ass{~tr'ri diFr At 
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•The Government announced In February 2003 (hat recombinant factor VIII and factor 

iX treatment would be made available to all people with haemophllla who wish to use 

them over the next three years, This fnfamratfon•sheet seeks to provide you, with 

Information about recombinant clotting. factors and particularly, to assist those who 

are considering changing from,plasma derived to recombinant trealmerit. 

• This change In clotting factor concentrate has been offered as a result of national 

guideliries. (see below) and perceived safety • Issues relating, to plasma derived 

concentrates, Current plasma-derived concentrates are manufactured with at least a 

single pro:ess to remove 'viruses, which is mainly affective against lipld•enve(oped 

viruses for example HIV and hepatitis Cp but it should be rerembered, that currently 

available and licensed plasma concentrates may still transmit non-lipid coated 

pathogen ic' viruses, for example Parvovlrus B19. -The safety of plasma-derived 

coaguiatlon, factor• cnncewr.ates, therefore, depends, -hot just on steps to inactivate 

viruses during manufacturing, but also on other aspects like donor selection, number 

of donor's  to the plasma pool as well as the manufacturing procedure. The safest 

possibie;concentrates should be provided for future clinical use. Also, there has 

, been some concdrn about the possibility of;transrnitting,new infectious agents, for 

e*ampia vCJa 

In .the Uk there has been -a move "towards, increasing numbers of patients (in 

particufai' all children from 1998) receiving.recoinbinant concentrates, The first, 

generation of these were manufactured using animal and human profeins in the cell 

culture medium and albumin, as a stabilizer, in the final v' ial, These are being 
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• replaced by the se cond•generatfoh concentrates in which the albumin in the'tinal vial 

is -replaced by non-  protein stabilizers, and third-  generation concentrates that lack 

added animal 'and human proteins In the cell culture medium and final vial, Those 

are significant. changes In the manufacturing process and will reduce the risk of 

recombinant concentrates transmitting Infectious-agents of animal or human origin. 

Qi tlf fL H 

Guidelines by the United 
Kingdam Haemophiila Centre Doctors Organisation 

(UKHCDO) on the selection and use of therapeutic products to treat haemophilia 

ware.published In 2003 In the medical Journal Haemophilia ,(volume 9, pages 1- 23). 

The specific recommendations for haemophilia A and 8 are: 

Haomophffie A - Recombinant FVi$I is,the treatment of choice. • If recombinant FVIII 

Is not available, a plasma•derived concenirate should be used, 

"Haemophilia B - Recombinant factor IX Is the treatment of choice. The only 

available, pro duct Is currently not licensed for use In previously untreated patients or 

In those toss that (.years of age because of lack of clinical data and concerns about 

the risk of anaphylaxis, Far 'these patients, however, on balance it is also 

recommended because no exogenous human or anirriel'prothins are used in its 

manufacture, It must be Infuses[ with appropriate care and safeguards because of 

the risk of anaphylaxis. Anaphyfaxis is a rare complication seen with the use of both 

plasma derived and recombinant FIX concentrates. The alternative to recombinant 

FIX is a high•ptirity plasma•derived FIX concaiftrate,",

More detailed Gackgroond Information on which the recommenrfatlons are 

based are given below; 

Recombinant cOncbnlrafe, 

2 
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'In order to manufacture recombinant c"aagulation factors, the gone (6ra modified 

gene) needs to be Inserted Into a cell tine, The cells are'cultured in a liquid culture 

mediurn and the secreted'cldtting factor is purified from this culture medium, The 

factor must he stable throughout the production process and when stored In the vial, 

Concern has been expressed over the use of human and animal products in -the 

culture medium, and over the use of human albumin (a plasma derived pr•aduct) as a 

stabilizer. If mouse monoclonal anlibodles are used In'the purificallon process, trace 

amdunts may appear in the final product. There Is the possibility of viral infection of 

'the call lines used to produce the clotting factor anif any monoclonal °antibodies used, 

'For example contaminatiair'has resulted in the orbivirus •bluefangue virus, which 

Infects primarily sheep, infecting cell culture lines including those from Chinese 

Hamster Ovary (C10), 'and CHO calls have also been 'contaminated by minuth virus 

of •mica. 'hi -dddiliori' CH0 - cells can also 'produce endogenous virus: (retroviral) 

partictes, which suggests that even if ail animal and human proteins can be, removed 

from the production process a manufacturing step to remove viruses wIt enhance 

safety. A furt her consfdaratioti Is that if a new mutailon occurred In the clotting factor 

gene during Dell culture a defective clotting factbraouid be praduced and, If more 

Immunogenic than the -wild type clotting factor, may, result in, a higher'Incidance of 

inhibitors." 

Summary of aecaanhlalanl p'adaaGaavailable 

Cod Una Gone Protnln In Idurrno Human Viral Geaerallon , 
cuaure medium -mhbs - alburda ,haadtvalion 

• a. . a a er ' Rernaval. ,. , 
,mote . Ct G- : 'viiiwvf ov Dal um1s; , Toa. Yes  No 1.

rmaultn. @ raUrda o. 
e a a iw lli' umatl a umin a:s . No '  5a 2 

K ennie sava~c 
afa n p -dame n uman alqumvi as Ne SD 2 

' d atetly! 
NgvoS.even Ii Yll .. . Hiiy$ga aiuru # -- a: so. . 

a'cx c' f N f 

5Htt. baby henorw Iddney; CHa, Chinese hamster ovary. SD, snlvnnt delerg@ent, NF, nanardtratton: mAbs, 
mort and5 ssnlll rtles. 

3 
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♦• Fi  s( ga iarmliOn ruaombinenl coagulation factorconcsnfratcs 

"Flrst•generatlon•pro ducts 'have Human allumlri added to the final formulation as a 

slebllizer. Two flrst•generatlon preparations of recombinant FVIII were• licensed In 

the early 1090s, Kogenate (Bayer) [also labelied as Hellttate (Aventis-Behring)), 

which Is no longer manufactured,•and Recombinate (Baxter)." 

♦ Second-geraeratdor recombinant coagulation factor concentrates 

°Two newer recombinant FVIII preparations stabilized without the addition of human 

albumin are referred to as second•generatlon products, Kogenate Bayer (Bayer) 

[al labelled as Heilxate Nexgen (Aventis Behring)) and ReFacto (Wye(h); both have 

human albumin In the cell culture medium." 

♦ 'ThIrtit_generafton recorribihanf coagulation factorconcenfrates 

in third-  generation products, animal products have been removed from the culture 

media. Two recombinant FVIII products,.Advatd (Baxter) and ReFacto AF (Wyeth), 

manufactured and formulated without human or animal protein are under clinical trial; 

the latter does •not use monoclonal antibodies In its praparati®n. The only 

recombrnant ° FIX, Benelix (Baxter), , has no human or animal protein used in Its 

preparation or formulation' 

At the present time, we will be providing either Hellxete (Aventis) for haemophilia A or 

Benef'sx (Baxter) for haemophilia B. 

P~llt'$ P~'trtl~ ~o ~acts~r' tyl#i rsr` l"acf~?r l 

Thee is rio evidence to suggest that changing from plasma derived to recombinant 

concentrate will increase the risk of an Inhibitor developing. There is a small but 

continuing risk of Inhibitor development throughout life. This is why blood tests to 

A 
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detect inhlbitdr-devslapment are performed when you attend review app6intmenfs. 

-The curraht view is.that recombinant products trigger no aeon Inhibitors then plasma 

derived concentrates, 

iiLi a _ a cell that can be grown for,many' generations in culture medium, These 

have•often been produced from cells originating In animals, for example hamsters. 

Ilquld that contains substances and nutrients heeded to keep cells 

• alive and gnawing. 

oG ne — contains;genetic code (bluepafnt) used by cell to make.proteins, for example 

Factor Vlll or Factor IX. 

ulatio - change to the genetic code contained in a gene that results In failure to 

make the protein or making,a faulty protein

•
GRO-C GRO-D GRO-D 

ChrlatineALee  or 
. . . GRO-D. . ._. _._.. 

I)r: GRO-D ^ ' 
Proressor of Haemophilla CaiigiitRan(Pla®inaiofoisl cah~ a~asarvac 

a s 

GRO-C I GRO-C 

tat t3 fttWoAty
Asspatate apectaltst linical Nufsa gftael4list 

2B January 2004 

S 
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