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Statement No. WITN3084001
Date: 7 May 2019

EXHIBIT “WITN3094001/29”

This is the exhibit marked “WITN3094001/1” referred to in the witness statement of
Debra Anne Pollard dated 7 May 2019

34

WITN3094001_029 _0001



oo

\.\

E5

Royal Free Hampstead [1V/g}

. "NHS Trust
HIR NICHOLAS HIRSCH
E Royal Free Hospltal
E GRO-C pond Straet
i London NW3 2QG
Tel 020 7794 6500 .
HAEMOPHILIA CENTAE & HASMOSTASIS UNIT Talo o T SR AA - 020 7830 2468
ghe;;\ogl Pm:_am: Chiistng A ;;:ﬁ MA MD D8o(Mead) FRCP FRCPath Fax Nos | M
selarbenton  Drf i 1 RO BHEIFROP EROPRR Emalls ! - i

somatonty 0y ORO-Dis sty ssnep ssppats i GRO-C i
Assasime Shurdalion: £ EhER Thaa Yas RUDS MO 8% MRCP

Qur Ref: CAUSR/ > *

28 January 2004 N
6ear Patieat, N

The {iut} havy pravided reseisco for « phesad roll oul of recaebinunt clotling fagter, This will be on the basls of
age {ihose 1t fo the nge of H{yaars stasting fest) vath swerpsm staiing by April RE5.

2 G Ryt Frus, w6 plos o provide (his.as pationts aftand tha Centre. fo reduv fhelr e take out. W wil
et 1o ebialn slgned, infesnd patlent consent and we apgusciate there may e piliesis wha preler & sy oo
shuasin dariend proiot '

A& b e of esfiusiion of new product we would-plan to give guldance on the reconstitullon and dosing of the
seeombliont progust, L . . .

il sfse noed to chook an kaibhas sereen and pre and post FVH] or FiX lavel. A repeat inhibitor scraen witl
b chisckasd al the noxt € months ravlene, ‘ . .

Wha do you need o do?

1. You should read the enclosed information In preparatiori fo sign L

2. ¥ou should contont (he font doek whan you baer suly @ (ew Viats of plasma derivad concentrate foft to
Tistoten wa lsde wou propass de walfent your home Jekewd, :

3. Youshould bring all remalning Vials of plasma darived concenirate to refurn to the Cantra.
"4, Weally,!f you use prophylaxis you should aveld treatment for st laast 48 hours bafors attending {he Canlre,

Yours sincerely

GRO-C GROD , b
" Ciiting A, Lue "Bt GROD |
¢« Peotussor afthpmeghits Cowsumancrmendatologlst
GRO-D GRO-C
"B GRO-D | RO T o S

st

BetRY LA Clinlcel Nurse Spushoiiyt

Eng,

s

,‘i’ ? * L N . .¥ . °

. 2 fagat Froa Hamprtead 945t <t Feon Hospital, P ¥ ¢

x:é}}" ?".’g.‘”f M;g tag@i’gma Hepgat Feon Hogpital, Ponst Steiet, Loralad Y3 2Q6 Tel 02077540500 Fax 020 7830 2468
2% P EIRE Y e

IRTERYATIDHAL TAINING SEHTAR OF THE WORL FERERATIN OF HAEMOPHILIA

e 2 Bl g e < abe < 4 x4

48

WITN3094001_029 _0002



NTROBUCTION

“The Govarnmerit announced In February 2003 that retombinant factor VIl and factor
IX treatment would be made availabie to all people with hasmophilla who wish to use
them over the nekt three years, This information-sheet seeks to provide you with
Informalion about recombinant cloting-factors @nd particularly to assist those who
are considering changing from plasma derived to recombinant treatment,

This change in clotting factor concentrate has been offered as a resuft of national
guldelinl’as: (ses below) and ‘perceivad safety. Iss(seg relating, o plasma derived
concentrates. . Curant plasma-derived concentrates are manufactured with at least a
single process to-remove viruses, which Is malnly effective against lipld-enveloped
viruses for example HIV and hepa'li(]s C; but it should be remiemberéd-that currently
avallable and licensed 'plasma concenirales may still ransmit nonlipld coated
pathogerifc' viruses, for example Parvovirus B18. The safety of plasma-derived
codgulalion’ factor. concentrates, therefore, depends, hot just on steps to inaclivate

viruses during manufaciuring, but alsb on other aspaats like donor selaction, number

»of donors to the plasma pool as well as the manufacturing procedure, The safest

possible;concentiates should be provided for future:clinicat use. Also, ihare has

.been some concem about the possibility of.fransmitting.new infectious agents, for

example vCJD.

x

In the UK' there has been-a move ‘towards Increasing numbers of pallents {in

particular all children from 1998) recelving .recombinant concentrates. The first.

generation of thase were manufactured using animal and human profelns In the cell:

culture medium and albumin, as a stabllizer, In the final Vial. These are belng
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‘raplaced by the second-generafion concenirates Tn which the albumin in tha Tnal vial

is replaced by non-proteln stabilizers, and third-generation concenirates that lack
added animal’'and human protains In the cell culture madium and {inal Vial, These
are significant. changes In the manufacturing process and will reduce the risk of

recombinant éoncanfrales transmitling Inféctious agents of animal or human origin,

GUIDELINES |

Guldelines by the United Kingdom Hesmophilla Centra: Doctors Organisation
(UKHCDO) on the selection and use of therapgulic products to treat haemophiia
wera published in 2003 in the madical joumal Haemophilia {volime 9, pages 1- 23}.

The spacific recommendations for haemophilia A and B are:

“Haemophlfia A - Recombinant FVIll (s, the tréalrﬁent of cholce, - If racomblnant FVII

*Is not avallable, a plasma-derived concenirate should be uséd®,

“Haemophilla B - Racombinant factor 1X Is the treatment of cholce. The only
avallable product Is cumently not licensed for use In previously unireated patients or
In those less that 8 years of age because of lack of clinical data and concems about
the risk of anaphylaxis, For 'these pafients, however, on balance it is also
recommended because no- exogenous human or aninial 'protéins are used in its
manufacture. 1t must bé Infused with appropriata care and safeguards bacause of
the risk of anaphylaxis. Anap’hjl‘axis is & rare c’omplicallc‘n seen with the use of both
plasma derived and recombiﬁant FIX condentrates. The alternative to racombinant

FIX is 2 high-puirity plasma-derived FIX concantrate.”

Mora detalled hackground Information on which the recommendations are
based are given bélow;

Rscombinant concénirates
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*In order to manufaciure recomblnant coagulation factors, the gene (6r-a modified
gens) needs {o be Inserted Into a cell ne. The cells are’ culturéd in a liquld culture
medium and the secreted cldtting factor is ‘purifisd from this cullure medium. The

factor must be stable throughout the production proces)s and when stored in the vial,

Concem has been expressed over the use of human and animal products in ‘the

culture medjum, and over the use of human albumin (a plasma derlved product) as a
stabilizer. If mouse monoclonal anlibodies are usad In'the purfication procéss, (rac'se
amdunts may appear ir; the final product. There Is the possibiiity of viral infection of
“the celf lnes used {o produce the clotiing factor and any moneclonal antibodies used,

‘For example contamination“has resulted in the orbivirus ‘Bluetongue virus, which

Infecis primarlly sheep, infecling cell culture lines including those from Chinese -

Hamster Ovary (CHO), and CHO celis have also been contaniinated by minute virus
of -mice, 'In 'éintiori'dHOcells can also ‘produce endogenous virus: {retroviral)
particlés, which suggests that even if all animal and human' proteins can be removed
from the production proc'ess a manufacturing step to remove viruses will enhanca
-safely. A further-considaration is thaf if a hew mutaflon occurred In the clotiing factor
gené durng cell culture a defective clotiing factor coutd be prodiiced and, if more

JImmunoganic than the wild type cloliing factor, may. rasult in-a higher' Incidence of

,"ﬂ

vk

inhibitors.”
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BHE, bsby hamsisr Kdney; CHO, Chinese haster ovary, SD, sdlvent detergent; NF, nanofitration; mAbs,
mossignst niivedies, :
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. First-genieralion récombinant coagulalion factor concéntratés

“First-generalion-proucts tiave hurman albumin added to the final formulation as a
steblizer. Two flrst-gensration prepatafions of recambinant FVIIl were licensed in
the early 1090s, Kogenale (Bayer) {also fabslled as Heliate {Aventis-Behring)l,

which Is no longer manufactured,-and Recombinale (Baxter).”

¢ Second-geriération recombinant coagulation faclor concentrates

“Two newer recomblinant FVIIl preparations stabilized without the dddition of human
albumin are referred to as sscond-generation products, Kogenate Bayer (Bayer)
{also laballed as Helixale Nexgen (Aventis Behring)} and ReFacto (Wyeth); both have

human albumin In the call culture médium.”

+ 'Thiréhgeneriition reconibirant coagulation Kiclor concentrates

“In third-gsneration producls, animal products have bean removed from' the, culture

" medid. Two reconibinant FVIl producs,. Advate (Baxter) and ReFacio AF (Wyeth),

manyfactured and formulated without Kuman or animal protein are under clinical tdal;
the lattér does -not usé monoclonal antibodies In fts preparalon. The “only
récombinant' FIX, Benafix (Baxter),’has no human or animal protein used in its

preparation or formulalion.”

At the present time we will be providing either Hellxalé {Aveniis) for haemophifia A or

Benefix (Baxfor) for haemophilia B,

INHIBITORS to Factor Vithor Fastor I

-

Theie is nio evidence o suggest that changing from plasma derived to recombinant
concentrate will Increase the risk of an Inhibitor devéloping. Thers Is a small but

conlinuing risk of lnhibﬂor development throughout fifa. This is why blood tests to

B
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détect inhibitor-dévélopmént are performed when you attend review appéintments.

~The cumght view Is.that recomblnant products tigger no more Inhibitars than plasma

derived concentrates.
DEFINTIONS

Lalling - a cell that can be grown for many’ generations In culture madium. These

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

Cutturn saadiud.— flguld that contains substances and nuldents heeded to keep cells

alive and growing.

Gene — contalns,genelic code (blueprnt) used by cell to make.proteins, for axample

Factor Vill or Factor IX.

Mutation ~ change to the genslic cods contained in a gene that résults in fallure to
make the protein or making a faully prolsin,
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