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2 on Biologica - January 1975,

On the evidence before them the 8 ormittee receommend the grant
of a mraduct licence for this preraration for the rurnoses
in the applicaticn on condition that:

{Blood Froduck)

B)  the rmethod of assay, the standard used and its
calibration;

¢) dbatch to batch repreducibility,

2) The rroduct labelline complies with the EP, includins the use

Tonal pnits of “otO““V and showing the uryer limic
\ e
0O

3) The exniry date is

~iven torether with temperature at which
the investi-ation '

as zerformed.

%)  On-coirn~ information is nrovided on the reasens Ior,
rate of, rejecticn of donors or donaticns, centre oy

. ;g s o ety peato
5) The z=plicent shall ogree to the imnosifion ef tne 2atcn
23 2 £
: o : Py Py e /28, Vil
release wrocedure, to be applied at the licensing autaoriTy's

discreticn,.

Main Committee

‘Advice

On the evidence before them the Committee advise the grant of a
product licence for this preparation for the purposes indicated
in the application on condition that:

1) Satisfactory information is provided on

a) the number of donations in each poclj

W ¢ s S

b) the method of assay, the standard usea and iis
caiibration;

¢) batch to batch reproducibility.
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COMMERCIAL ~- IN CONFIDENCE

COMMITTEE ON SAFETY OF MEDICINES

FL/0040/0064
(Contd,)

2)

&)

5)

The product labelling complies with the BP, including ths
use of international units of potency, and showing the
upper limit of the storage temperature as 6°C.

The expiry date is given together with temperature at which
the investigation was performed.

On-going information is provided on the reasons for, and the
rate of, rejection of donors cr donations, centre by centre.

The applicant shall agree to the imposition of the batch
release procedure, to be applied at the licensing authority's
discretion.

It was decided that if the applicant did not agree to these
conditions, a leiter should be sent by the Secretary in accordaxnce
with Section 21(1) of the Medicines Act.

The Committee slco advise that this product should be indicated
as "recently introduced" and should be the subject of a special
directive for the reporting of adverse reactions.
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ROT FOR P Licence PL/0010/0061 / k!
Humber k Q
.‘J.i;’l, « 4t CCHFIDENCE R Sane
Date 5 75
? 21-=10,75
Received
ToLE ON SAFETY OF MeDICINES i
i g 3 -
Yeeting January 1976
Sub~Cormittce on Biological Substances e
; - ! s fedice
5 PR 2 : Dr R D Andrews
Asscsonent " o
by
MEDICINES ACT 10988 Pha : :
R aymaceutical i1
SPLI s, gy Mrs M-R Pratt
LZPPLICATICH FOR A PRODUCT LICENCE Assessusn
by
Therapeutic
Class Blood Product
. Summery. Renort and Recernendaticn
4o  PRODUCT SUMHARY
- 7 . T ™ b/ Tt 2
1.1 Reauies Anti-heemophilic Factor (Human) Koate
. = IR i Jawy Jo ¥ wrs +7h
1.2 Phornaceutical form and A sterile lyophilised powder for reconstitution with
il g R STl R : 3 fav in-decti £ 2 s Yials
active coustitventf{s): sterile water Ior 1nJ?cvlcz},qlor Iv use. Vials
. ] contain 250 or 500 units ol Factor VIIl.
. e3> Licence to be hsld by: Bayer UK Limited
‘ Richmond, Surrey
ho Poriod > UL AR ey
14  Period of validitys 5 years
1¢b5 Manufacturer: Cutter Laboratories Inc
Berlkley
Califorunia 9471G, USA
: - i
. v A4 roct covernment o Frmet and or rate sale N
1.6 Applicant's proposed mothed By direct government coatract and private 5aif.
of sales : %
!
{
1.7 Legel status: {
TR
4ot O g
ig%2 v laaa Lisia Y o ‘,”...”.(.: s
€e - Sub=Comnity trialsy N/
|
§
s B i - o i tw L i
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PHARVMACEUTICAL

B

The specificat

z for the bulk active substance (p.42 of the Chemistry and
5

;
Pharmacy Volums) doss not include any limits for the te

. -

o a o s o P
The stability data prevzasa was for temperatures 306 and 25
propose to recommend storage of the product at 2-8°C.

*

claesical haemophilis in which there is a
demonstrated deficiency of Factor VIII.

ous .

Je2 Recommendad do

e individual needs of the patient and is based
upon wels *t., se«.-em.::-/ of the deficieney and/or haemorrhage, the presence .
of inhibitors and the Factor VIII level desired.

The company literaturs inciudes the usial warning about the presence of
hepatitisc B virus and recommends restricting its use to Factor VITI
deficiency only. <he product should be stored below 8°C untii recenstituted
when it must be ussd within % hours. (To aveid pessible bacterial
contanination).

o

MANURACTTRE

L, Manufacturer:-  Cutter Laboratories Tne

Berkley
California 4710
%.,2 Vethod of Manufacture : .

curvently tested by radioimmunc a2
antigen masorﬁinq to the m&ﬂéw*
5

ST o
hed..  The

e $gem o as
L0 Lbe Teuniuer

Yo Buitmb

T enpanaey § oo o g
* LIGRPAR Lt

A%
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3. Domor follow-up

b, Phlsbotonys nr,faratlon ef phlebotcuy site, tyvps end
quantity of anti-coagulant, collected blocd veolume and
frequency of donation.

5. lethed of bunulznv blﬁﬁd rom blseding to beginnineg of

processing = cell val, plaszs pooling and sicrage
temperature {pia@w* kapt in frozen stats ).

L,2.2. AHF Production procss

A flow diagram and detegils of manufacturing procedure are
givern,

Cryopreci
pools of

removed by ;
non-AHF prote i 1o remnovse
Prothroabin complex proie
Al (On}E. The AT activi

The bulk solution is clari

buffer added to bring ths
Viil/ml and further clarii
is zdded and the bulk,ste
10 and 20 ml aligq ote in
frozen and freeze-~dried,
5.  GUALITY CONTHOL
5.1, Bulk active subsiance
The following taste are carrisd cub on liguid bulk before filling:

—
L

Absorbance at 280 m}d, No limits are given for the

spechrovhotoneler tes
®
2. Total nitrogen

%, Non~protein nitrogen
k, Taster VIIT poiency

w
&

of the fimal vrodust is as 4ulhuud.

it
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Factor VIII (Potenecy)

Specific Activity

Throubin

Moisture

#e. Potency

he Prac¢ivitin Test

) Human
Bovine
Bouins
£
Sterility
Depressor Substancss

WLT 10 Units AHF/ul when v
with 10 ml or 20 ml distil

on page é»lQ

NLT 0.2 U/wmg Protein
No clotting in less then 6 hours.
RMT 2%

6. L0 ~‘?.@Q

145 « 185 wBa/L

125 - 160 mig/L

Nﬁf 1 pps

NMT 30 minutes at 30-35°
0.85 - 1.15%

To pass test {attached)

on page 9-la

To pass test {attached)

ecornstituted
led water as

NLT 10 Units ANS//ml when reconstitubed
th 10 ml or 20 nl distilled water zs
&
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These appes

7s

ate of last valid potepey assay. -

PEY

L&
(44
o
e
o
58]
i
6
[
L)
3
[
a
£

12 éiffaraﬁg lots (6Owith dextrose and 6 without dextrose) have hean
stored at 5 C and 25 €. There were some anomalous firdings but on the
whole the results indicate no deteriorszition of the n”oduct centaining

dextroze when stored azt 5°C for 1 year. Reasonable explanations have
been offered for sowme of the inconsistencies and the increase of AHF
activity may have been due to deterioration of some AHF on storape or
an ac 1vatmonaﬁﬂe menon, It should be noted that the storage temperabure

\‘n

claimed is 2-87C and that the tests were carried ouit ai 57°C.

The following clinical experience is reported:
Z+% Clinical evaluation of Koate by 5 investl al,
7+2 The in vive longeviiy of &EtimhhﬁmﬁphiliC fapior ¥ i et al,

7.3 Assay of plasmz anti-hzemophilic globu

vj‘

2.5 Use of high potency Fasctor VIIT fructions

et
3
§e
e
pe
%
il
i3

7.5 Suvmmary of accvmulative clinical ey

g

N L
sal uv@lm tz m oF uadip WBiS G rried out in 335 vatients who
2 During this evalustion, the
very of “Dmnw Y oywers determined, and e¢linical

CODeSHNL

The initisk

% In wivo

o Koate
demonstrate i

&, & éo
Gf Koate

si=-ini Koote

AU dren AT s wyadeae
RS [ =

£ 5 WA )
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muliiecent carnot proeperly controlled by insvection.
Nevevrthele: donation iz said to be tested by radiolmzunc

£ the bipod densiions is in accordance with
copies of which are act included in the

cet out is Dupar_mr. to  th 1o :
o

agsay and
the latest
subninsio

offﬁrcd by

In the past the Commitiee have recommended that the following conditions
cyte

{a) The number of donation m b
the manufacture of the product.

v, and rate of, rejection of domors or
5 y centre.

f
-

T rotency is expressed in internztisnal units and 1n
further details are provided relating to the method of assa;
% fve ¢ o e
. i - o~

T

sed and its calibraticn: and on baich
%, The product is stored at a temperature of 6°C or below.
L, Product labelling complies with the BP.
5. The batch release procedure shall a0plY.

RECOMMENDATION

Subiect to guality centrol belﬂg considered satisfastory snd to confining
te to storase at 5 ¢ the Committee might feel that a Froduct
ence could be granted.

17.12.75 R D Andrews
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