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1. PRODUCT SUMMARY

1e1 Namo: FACTCRATE (FACTCR VIII)

4.2  Phermacentical form and  Single dose vial containing Lyop?ilized ceke to
: aelive constitucn:.i'-.% be reconstututed with 25 ml sterile water for .
’ TR Injection USP prior to sdninistration. The soluticn

contains <FS AHF u/ml.

Armour Pharmaceutical Company Limited
Hampden Park
Sastbourne

1.3 licence to be hold by:

Sussex
14 Period of validity: 5 years
‘ Fo il - g
1¢5 Masmfacturer: Armour Pharmaceutical Company
Kankakee
Illinois
1.6 Arvlicant's proposed methed Prescription iten only
of cale:
Te? Legal status:
.
D e . 1
ic: oy oty ccnmittoes: Date: 'i
itloe ox Toricity and clinienl:trials: N/R ' ' !
7 YYD LR LT » "y o g & ol -
0o ubeiionibler. on Cheriateryy Miarnncy med Standsszs 1/R

L et St At s <
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2. PHARMACTUTICAL FORM ’

: ation of
The product is a sterile, white to.pale yellow lyODhillSedtPI:E:Z‘:lgscd vith
rurified anti-haemophilic factor (human) in 50ml glass c?nda ith & vial of
grey butyl etoppers and having an alvminium seal.. Supplie “z indection.
dilaent and sterile needles for reconstitution, withdrawal and inje

CLINICAL USE

31 Reconmended Clinice) Use

Therapy of classical haemophilia (haemophilia A4).

3«2 Route of administration

After reconstitution the product is administered by intravenous
infusion or injection.

3e3 Recomnonded dosape

Bach single dose vial is labelle

d with the number of ANF units which
it contains and the following da

osages are suggesteds-

331 Overt bleeding

Initially 20 unite/kg of body weight followed by 10 units/kg
every 8 hours for the first 2k hours and the same dose every
92 hours for three or four days.

34342 Muscle huemorrhares

(2)

Finor haemorthages in extremities or non-vital aresg;
10 units/kg once a day for 2 or 3 days,

(b) Mussive haemorrhages in non-vital areag:

10 units/kg by ing

usion at 12 hour intervals for 2 days
end then once a day for 2 more days, .

(c)

" Haemorrhages near vital org,

ans (neck, ¢
20 units/ky initinlly then
After 2 days the do

hroat, sub-peritonzal):

10 vaits/ke every 10 hours,
Se may be reduced by half,

3e3e3  Joint haenorrhiares

10 units/xp hourly for a day, then twice deily for 1 or 2 days,
10 units/kg to he iven prior %o aspiration with acditiona)
infusione of 40 units/kg 8 hourly ang again on the follouwing day.

3e3els Surpery

Uesages of 20-40 waits/kg body weight prior to
surgery 20 vnita/kg cvery 8
to maintain blood 1
10 auys wonl-operr:

Surgery, After
hours with close lnborhtory control
el of AHF above U0y of norzal for at laust
1¥e  AS a general rule the cireulnting AyF
e by 2% Tor every 1 unit of ANF activity
iuent must be Jndged

level will inera

injected per kg Tre adequacy of {re
¢linical effects,

rn
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Contra-indications nnd W rnin~é

I

contra-indic

There are no kaown
prosent since

virsl hepatitis is
is yet aveilsble for detecting

Factorate conta
possibility of intravascu
volumes are given to patie

L,  STAIDARD PROVISIOLS
A11 standard provisio
5. MAHUFACTURE

MJF is prepared by fractionation of
donors followed bY purifieation and

51

5.2 Place of manufacture

Active constituents:

*+ Armour Pharmaceutical Company

P.0. Box 511
Kankakee
I1linois 60901
USA

Metrix Clini
Armour Pharmaceutical Company

Chicago
Illinois £0616
USA

storare at
1abelling:

Armour Pharmaceuticul Company

PoOn Box 511

Kankakee

I1linois 60901

USA

6, JABELLING
1abels and packa

Copies of the
d warnings is to

indications ~n

CHIISTRY AID PHARIACY

7.

7.1 lethod of nanufacture
Blood is drawm from ace
obtained using plasmapheress
the appliceble req nts fo

2
USa code of rederal ! lationds.
o are not
A

d

clinics, A cony of e

exaominations give
mended period of 12 ycarse

3

ations to Al
no completely rel

the presence

ins low levels of proup A &

1ar haenolysis s204 |

nts of blood proups A, B or ABe it
!
|
i

ns shall apply to the licence.

cal and Diapnostic Pivision

-2o°c during quarantiue prior to

ge leaflet stating directions
be found at page 49, volume 2.

eprable donors by lic
esis technigues mus
r sonrce of plusnd

jcal history cof the donor,

1 'yfro;rinte

]

ne risk of transnitting |
jable laboratory test
of nepatitis viruse

7 but t

ns and the

B isohae:agglutini
when lerge

1d be considered

fresh hunan plasma fros selected

freeze dryinge

o —— e

1abe11iné and at 2-8°C after

for use, contra-

enced physiciuns anG the plaswe
t confornm in sll

humon) defined
o liceased wnd unldis

adeuuais

respect %0
s in the

~his applies t
included in the subrisoions
all physical

reloeane statenonts ere keot Tor
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The susplier hac agreed to provide plasma contnining‘no addlt{ves othex

than citrate, scid citeate dextrose or citrate hosphote dexty ?fe nave
anticoagulant solution drawn from adult humans by plasmapheresis ~a§11* :

not been hyperimmunized to produce specific antibodies (un%css mutu? y.
agreed with Armour Pharmaceutical Company), and whose paysical examination

on the day of blood collection is found to be satisfactory. Donors wita

a history of viral hepatitis or exposure to hepatitis are excluded. !

7.2 Plasma proverties

The. plasma iss

1. Substantially free from red blood cells

2. Contains no more than 50mg of haemoglobin per 100ml

3. _Has a total protcin content of not less than 5.5%

L, Is free of bacterial or pyrogenic contamination °

5. Is packed in plastic or glass in volumes agreed by the
Armour FPharmaceutical Company and the supplier.

6. Is stored end shipped below -20°C

7.. Is free of hepatitis B antigen as tested on individual units
by Radio-Immune assay.

P . o

7.3 Prevaration of Factor VIII

Stage 13 Frozen placma is removed from the collcct%on bag by thawing,

crushed and pooled and allowed to reach 3°C. ©Samples are
taken and tested for freedom from hepatitis associated antigen.

Stage 2: The cryoprecipitate is removed from the pool and dissolved in

buffer solution containing glycine, sodium chloride and
. sodium heparine

-Stage 3: The buffered cryoprecipitate is treated with sterilized non-
reactive aluminium hydroxide to remove non active protein and
centrifuzed, The centrifugate is buffered with sodium citrate
and sodium heparin, filtered, sterile filtered, vialed and

lyophilised.
Stage 4:' Final product is tested for freedom from hepatitis associated
B antigen.
8.  SUALITY CCNTROL :

8.1 Quality control checks are made at each stage in the process {see section &)
and are listed as follews:-

a) Pyrocen tests
b) Deternination of aluminium oxide

¢) Sterility tests

d) Tests for non-srecific agrlutinins

e) CTumntitntiva deternination of airbdorme bacterizl

and mould contanminstion

£f) Deternination cf bacteriosiatic and funristatic proverties of
productzs tc be tested for starility

DHSC0105603_0005



(8) liierosconic examination of bacteria

(h) Deternination of nrotein binding cnpacity

(1) Dlammalisn protein opecies identification

(j) Tarombonlrstin seneration test - Results are expressed in
teras of relative potency in the health standards by tests
done in duplicate or triplicate and each result should agree
within 10 of the average.

(k) Safety tests for normnl serum albumin

(1) Biuret acsay for totnl nrotein content of cryoprecipitnted
antihaemovhiilic globulin

! (m) Determination of clottrble protein
(n) tomic adeorption analysis of aluminium in antihoemoohilic factor

(o) Determination of hevarin content
(p) Solution time for =ntihaemephilic factor (human) lyovhilised

(q) Hepatitis orsocinsted antibody (Ausria IT=125-Abbott)

Although the tests are adeguately descrilbed some of them are laid down
by the USA authorities and are not the ssme as those carricd out in the
_United Kingdom.

8.2 Specificntion tects applied

Heparin Potency

Tetal Protein

Total Protein/AlF Us
Aluminium

Moisture

Identity

Safety
Sterility
Pyrozen

(10 AHF U/Ks)
Solution Tine
Iscagglutinin Titre

8.2.1 Crude cryonrocipitate specifications
Totzl protein - not more than Smg per AHF unit
Heparin - not more than 2 units/ml of reconctituted products
Solution time - readily soluble within. 30 minutes in full volume

of diluent.

8.2.2, Finiched product snecifications
Test Specification ’
AEF Potency Mininum of 5 AMF U/Recon. ml.

+ Hinimum of 125 AHF U/Vial
Maxisuwn of 2% U/Recon. ml.
+ Moximum of 62.5 U/Vial

Maximun of Smg/ANF U,
Haxirun of 5 pmm
Maximum of 2~

Huron - Positive

Bovine - HNegative
Porcine = liegative
Passes

Passes

Passes D.B.S. Stzndards

?aximum of 30 minutes
Kaximum of 1:512

DHSC0105603_0006
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FEIICAL CCi.iinlil r

It is not cuite clear yho is the supplier of the donated plasma “M
would appear that this could be a nunber of units(licensed and unl \A?sed)
which work to FDA standards. It is also not clear wvhether the tesis for )
hepatitic surface antigen is carried out on individual donationc at the time
of donation or during the routine examinstion of paticnts underzoing
plasmapherasis, The compeny have heen asked for information on this

point togetlier with a recuest for clarification of the place where guality
control tects are carried out, It would appear that the manufzcture of

the product is satisfactory thoush the monufacturer has not as yct been
inspected, The stability data provided at what is claimed to be 2-8%

?oes not shou the time smont at any of the intermedi~te tempsratures and
it would be better if the shelf life is limited to 2°C.

It is recommended th
situation th

2t subject to anproval of the quality control
at a product licence be granted,

R D Andrews
16410.75
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There were no sipnificnnt abnormalities noted in the laboratory !

% ; studies which wore:-

intihoemophilic factor activity
Throubopl stic time
Prothrombin time

Haemoglobin

Haematocrit

Serum tronsaminase

Serum haptoglobin

There were no subjective side effects

The highest Factor VIII level obtained was 50% immediately post
infusion and the highest level 24 hours post infusion wos 8ile

4 patients had an inhibitor against Factor VIII &nd failed to
develop a significant rise. L patients had a £a11 in hacmatoerit
2l hours after infusion but no significant laboratory changes were ‘
noted.

11.2 Evaluation of AL=1057 by J Lazerson, Childrens' Eospital, Stanford
and J rool, stanford University School of licaicine, Paic Alto,
Californisa

Dr Lazerson conducted 17 trials in 13 patients with established |
Heemophilia A, ranging in-.age from 6~26 years and from 19-70kg in
weight, AL-1067 was administered =zt 20 units/kge A number of
laboratory studies were made and the investizator was satisfied
with the safety and efficacy of the Factor VIII used.

11.3 Evaluation of 21-1067 by G R Honig, University of Illinois

7 patients with established haemophilia presenting with acute
haemathrosis aged 3-1k years and weighing 16-6likg received £1~1067.

The treatuent was offective as judmed clinicnlly and 25 deronstrated

by improvement in circulating levels of Factor VIII. Adverse effects
were mininal and fibrinogen Jevels incroased inmediately after infusion
(150-400n:) in 3 patients. 2l hour levels had returned to or below
initial values. Clinicnl benefits were clear in 6 of 7 patients but

in the 7th patient there was difficulty in controlling hoemorrhage

(epistixis).

42.  PUBLISHED PAPIRS

The following papers are included in the submission:-

1., Treatzcnt of Classic Haemovhilia: The use of fibrinosen rich in
Tictor VIiiior hoemorriaase and for sursory

The New England Journal of Hedicine 1961.

i 2., Antihnenophilic Factor YIII in Lnemorhilia

Journal of Amcrican ladicsl Association 197C.

3. Treatment of Facmovkilia with Factor VIII concentrates

The New Enzlond Journal of ledicine 1948,

These papers shouw thnt fraction 1 rich in Factor VIII ic eflcctive oz
replacement therapy of clacsicnl heemophilia uncomplicated by Factor VIII
inhibitor states. Surrical procedures were succensfully performed on

S nationts

S patients.

This ie in pccord with the ex 3 3 v =

3 »} in =G with the extensive literoture provided in the Travenol
liemofil application. Syanal
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PHARMACEUTICAL FORM

4

n
The product is n sterile, white to pale yellow lyophilised p{‘ep&mtim oz
purified anti-haemophilic fector (husan) in 50ml glass containers closed with
grey butyl stoppers and having sn aluminium seal. Supplied with a v1?1 of
diluent and sterile needles for reconstitution, withdrawal and injection.

CLINICAL USE

3+1  Recommended Clinical Use

Therupy of classical hnemophilia (haemophilia A).
3«2 Route of- administration

After reconstitution the

product is administered by intravenous
infusion or injection.

3¢3 Recommended dosare

Each single dose vial is labelled with the number of AF units which
it contains and the following dosages are suggested:=-

3¢3e1  Overt blecdine

Initially 20 units/ke of body weipht followed by 10 unite/kg

every .8 hours for the first 24 hours and the same dose every
12 hours for three or four days.

3e2e2 luscle huenorrhaces

(a) Minor haemorrhages in extremities or non-viial aress:
10 units/kg once a day for 2 or 3 days.

(b) Massive haemorrhages in non-vital areas:

10 units/kg by infusion at 12 hour intervals for 2 days
and then once a day for 2 more days.

. (c) -

Haerorrhages near yital organs (neck, throat, sub-peritoneal)

20 units/kg initially then 10 units/kg every 10 hours.
After 2 days the dose may be reduced by half,

3e¢3.3 Joint haemorrhages

10 units/igz 8 hourly for a day, then twice daily for 1 or 2 days.
10 units/%z to be given prior to aspiratien with ecditional
infusions of 10 units/kg 8 hourly and again on the following day.

3.3.4 Surgery ‘
Dosajjes of 30-40 units/kg body weight prior to surgery. After

surgery 20 units/kg every 8 hours with cloue laborctory control
to maintzin blood level of AHF above UG of normal for at leust

posteoperatively, o5 a general rule the circulating AHF
11 increase by 2% for every 1 unit of AHF actlz1t¥ .

3 3 nile “nT O ant=ont rust 4 v the
injocted per k. The adequacy of trzataent cust be judged by .

clinical effects.
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