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1o PRODUCT SUMMARY

e ——

1,1 Jesmo of Produst HENOPII,[Antihaenophilic Pactor (Human) Method Pour]
1.2 Licence %o be held by Travenol Laboratories Limited

Caxton Way, Thetfiord, Norfollk.

1.3 Memufecturer Hylesd Leborstories (Division of Travenol Leborstories)
Costa Mess, Colifornie, USA.

1.4 Descripiion A sterile lyoph:uuod preperation of purified human
Pactor VIII (antihsemophilio factor)

1.5 Period of Validi: 5 yeers

1.6 Proposed Method of Sale  Prescription only

1.7 Considerztion of this application by other Sub~Comaittees

8) Sub-Conmittee on Chemistry Fhermscy amd Starderds = not referred
b) Sub-Comnittee on Biological Sterdards = January 1973

¢) Sub=Comaittee on Toxicity, Clinical Triels and Therspeutic Efficacy = December
’ 1972
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2.  BHUARMACEUTICAT, FoRM

The product

is
heonopkilic factor (himes) Jornilised

factor “,.m’ preparation of pu od en
:1th a suitadle volun(ae r) mtc; single dose sh:: t:cmt.’.lm“,1 u;:a
nto a form for intr B for injeoticn USP for x i, perr)
(Blllan) is ident azenoua sdministration. Anti-h eco"ut-itution

ical to Blood Coesgulation rnoto;- u'n“mluu" fastar

3  CLINICAL USE

3.1 Recommended oclinical use

The product is iniende

d for use in phil
Haemo Bie Saan
£1 - pwod'vﬁm?io correction of partial Algv d:;fim:t.bun buia
prov in patients with acquired Fector VIII inhibitors.

3,2 Route of edministration
After reconstitution the product is edninistered intravenouslye

3.3 Recounended dosope
Each bottle of anti=haemophilio factor (HEMOF
1L) i
g:b:rtztim units which it contains, S)m AP \)ms.:. tﬁ:]:gder;t:: 30
o otivity present in 1 nl of average normal pooled humen plesma less
$he o:;lhouri old (100% AMF level)s The amount of AHF which 2 ‘
mdm:ipth t;o reguirou for normal haemostesis varies with circumstances
L e patients The amount to be supplied depends ca the degree
efioiency and on the AMP level desired. The following formulae con
be used to calculate epproximately the expected response from a given
dose, or the dose required fora given effects
.l,xdeaired ANF incresse (in

(i) |VUnits required = body wed 0
% of "normal") :r # (xe) =
inerease (in % of "pormel”) = units edministered
Pody weight (kg) x Oek
with severe plecding,

up to double the
desired AHF level,

(i1) Expected AHF
There is some evidence that in & heemophiliac
partioulnrxy if he has not been recently treated,
calculeted initinl dose may be pecded to produce the
after which the formalae &pplye
aos has been variously

The half life of semophili
be estimated LY these

estinated at 8~2 hourse. Although dosage cel
celculations, it is strongly recomsended thet whenever possible,
od on the patie

apprOpriate Jgboratory tes _ nta' plesme et
suiteble jntexrvels to ensure that adequate AHF levels have been reachcd
are maintaired. 1f the AHF level falls to resch expected levels,
is not controlled aftor apparently edequate dOSBEE, the
ed By apyropriete
an be denonsirated

and
or the bleeding
jphibitors should be suspected.
AH® iphibitors ©
ch ml of plaama OF

esence of
ocedures, the presen
{# units peutralisod by €&

lsboratory P*
end quantitated in texrns ©
plasma yvolunce

by the total estimated
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4+ STANDARD FROVISICIS
A1l stoendard provisions shall epply to the licence.

5.  MANUFACTURE AND ASSEMBLY

5.1 Antihsemophilic Pactor (Human
of fresh human plasma, from selected

) Method Four is preparcd by fractionstion
donors (see 11).

5.2 FPlage of Manufacture or Assembly

The ANF concentrate is manufactured et

Hyland Laboratories ’
Division of Travenol Laboratories International

PO Box 2214
3300 Hylend Avenue
Costa lMcsa, California, 92626

USA

5.3 Sterile Water for Injection USP

This component is manufactured by

Trevenol Laboratories Inc

6301 Lincoln Avenve
Morton Grove, Illinois, €0053

Usa
Storege of the packsged product will be at the place of manufacture and
assembly listed above,
After shipment to the United Kinglom, the product will be stored at the
address of the proposed licensee:=

Travenol Laboratories Limited
Cexton Wey, Thetford, Norfolk, England.

Sele

or et
Travenol Laboratories Limited

Bowles House
Poyle Estate
Bleckthoin Road
Colnbrook
Buckinghanshire

6o QUALITY CONTROL )
6.1 During the manufascture of the product Quality Control preceuticns ensure
that the identity, strength, quality and purity conform to the product

specification.

6.2 The proposed licensee will be responsible for deciding if eny lot of the
product is of acceptable guality for merketing.
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7o comAmmeRs

Antihsenophilic Pactor (Human) and Sterile Water for Injection USi’aggc
contained in gless visla, The vials are in turn packaged *‘; inistration
unit which elso includes the necessary needles, syringe or *

set presented sterile and non pyrogenic for single use.

The units should be stored between 2° and 8°c. Preezing,which might
erack the diluent bottle, must be eveided.

8. LamELLING

4 copy of the package lcaflet which astates particvlars of directions for
use, contraindications and warnings is atteched to the submission

(4ppendix 5, part 2),

9¢  RECOMMENDED CLINICAL USE

This concentrate is not mown to contein clotting factors other than ANF
in sufficient quantity to be useful therapeuticaliy. The concentrate
can be of significent velue in patients (not true haemophiliacs) with
ecquired Factor VIIT inhibiters. In such other uses, the dosage of the
concentrate should be controlled by frequent laboratery determinations of
ciroulating AHF. With constant nonitoring of the patient's physical
condition, the product can be edninistered as rapidly as possible, If
the AHP inhibitor level is low (5,000 units or less in the total plasma
volume), direot intrevenous gyringe injection way be used. With high
inhibitor levels (over 5,000 units), a repid intravenous drip infusion is
preferable,

A11 bottles of Hemofil contain the following warning on the lebel:

“The risk of transmitt hepatitis is present. No werranties are made
'———————_E&.L__L ——aSS SYe mede
ability are exeluded."

or created. Warranties of fitness or merchant y

10. CHEMISTRY AND FHARMACY
M
10.1 Name: Antihsemophilic factor (Humen-Method Four) HEMOFIL,

(Sterile Water for Injection USP is contained in g separate glass
vial for reconstitution)

10.2 Deacrigtion

10,7 Method of Manufecture

The antihacoophilic fector ooncentrate is prepaved lar

scal
fractionation of fresh humen plasma. Human plambixy@f:cipit:te is
pooled and dissolyed in sodium chloride solution containing glycine as

.
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ad jua un:“t:; ;;:di\:l oitrate and heparin as anticoagulantso. After

Polyethylene d\y;ﬂnuet:;: proteins are precipitated by the addition of

Precipitated out of the e e TuEstion, tho A¥-rich portion is

ooncentration. The meen . itest by inoreasing the polyethylene glycol

ddesolved as g @ precipitate is collected by centrifugation and is
esoribod above for the cryopreoipitate. The AP is

Mreoipitated at
leeving mwu“”p:g‘;’ﬁf 'l::a temperature and glycine concentration,

a polyethylene oolse The olpitate io
ch;:?};?)l : zitx;;tod :ht}ino (0.02 u trxaodn‘:y citrate in g:..‘lz 114 sodiun
- ume ch will bring the ANP aotivity per wl. within

e
is oﬁ:gu:q:;r”d by the 1"““::47’”“10“1“. The resulting selution
flltration and r:mmsauon or filtration. It ia sterilised by
Product 1s then fcds under aseptio conditions, into sterilo vials. Tho
en frosen and lyophilised. When dry the vials exe capped,

under ni
g u::?scn prossure for the 10 ml. vial size, and a vacuum for the

?hl;t:%:.lo are then lebelled with the appropriate label end packed into

10.4 Reagonts used

A1l conform to the specifications of USP XVIII

Non pyrogenic water

Sodium Chloride: Reagent grede; non pyrogenio.
Trisodium Citrate: Reagent grade, non pyrogenic.
Glycine: Reagent grede, non pyrogenio.

Sodium Heparin: 5,000/units/wl., non pyrogenie.
Polyethylene Clycol 4000: non pyrogenic.

Acetic Acid: Resgent grede.

Sodium Hydroxide: Reagent grede.

10.5 Quelity Control Checks made st emch stage of the process,

Human plasma is collected by plesmapheresis from blood banks under strict
contrel of the menufacturer. All these blood banks must operate under
the standards described by the Public Heelth Service Rogulations for the
Manufacture of Biologicel Products, title 42, Part 73 of the United Stetes
Department of lealth, Education and Welfare.

1. ADMINISTRATIVE FROCEDURES

Blood donors that ere used for plasmapheresis must be aged bebwoen 21 end
65 years of ege. Donors between the ages of 18 and 21 may be used if
this is allowed by stete lew end they have completed a consent and relesse
form, signed by their parents. Their temperature must be normel and the
systolic blood pressure shcll be not over 180 nor under 110. The
diastolic pressure shell not be over 100 nor under 60. The pulse rate
pust be between 60 and 110 per mimute. The blood total protein must ba in
the range of 6-9 grams, axd the albumin-globulin ratios must foll within
the rangs 1.1-2.0. A1l donors are screened for Hepatitis Assocliated
Antigen, using Hylend's HAA screenmiug test (counter electropheresis).

DHSC0105593_006_0005



e

Diluting ¥luid (berbital-buffered saline)

0,03 ¥ Caloium Chloride
be  Prooodure
Dilutions 1:, 1:10, 1520 and 1:40 of tho Koferehss Plosoa and of .
the AN test sample are prepareld in piluting ¥luid. (The AF "";
tial dilution, dependent upon its potency ©
) To tubes

sample requires an int
a mately 1:30 in Factor VI 1L Doficient Substrate).
0.1 ml cach of Pertisl Thromboplestin, of

in a 379C wator bath,
Faotor VITI Defiolent Substruto and of a Reference Plasus dilution
Imrr.udiate]y

aro eddod and disubnted for exaotly three minutes.
chloride is sdded, and the tine
fornation is

0.1 ml of pre-warmed 0,03 ¥ caloium
in peconds required from this sddition until the gel !
observed while slosly end gently tilting the tube. The gol form~ |
ation time for each AP test dilution 1is dotornined « !

Ce Caloulations
The oloiting time in seoonds for each Reference Plasma dilution is
plotted egainast the % Veference Plasma concentration on semi-10g
graph pepers By interpolation the ooncentration of the Reference
Plasma that would give the same clotting time as oach AHF test o
dilution is determined.
Plasun concentrat

The resulting oquivelent Reference
by the dilution feotor represents the AHF sotivity o
plasme (ic, per cent of normal).

d. Lmt.
11ed, with @ minimus of 10 AHP units/ml.

Tho 1imit is as labe

units is determincd during the
ired to control the concentrations in the finsl produots
In addition to these con aoribed under impurities, ecute
toxicity tests are employed. The test methods used and the liwits for
scceptance are in conformity with those outlined in US Department of ;
Health, Fducation and Velfere, Public Health Service,
Biological Products, Pitle 42 Part 73.

not possible on non-human

tudios on this product are
"gpecies specific” antigenicity.)

jon multiplied
i the teat pample

1o’ The concentretion

(Long term toxicity s
species because of the huuan

15, QUALITY CQNTKOL
15.1 Units of Aotivity

Each vial of the AHP ooncentrate is labelled with the

aotivity it containse A unit of sctivity is defined
nt in one ml. of average norm

Paotor VIII normally prese
plasas less than one hour old (2007 wiF level)s

Pactor VIII is lebile. During purificstion and ooncentration process,
variable proportions of the aotivity normally present in the fresh plasne
will be lost, There will, therefore, be & lot to lot variation in the
potency of the final product.

number of unita of
as the quantity of
al pooled huwan
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152 Other constituents
Not applicadle
15.3 Pinished Product Specification (MEMOFIL)

&  Units of aaﬁvi.g for the lyophilised AHF concentrate are as
ot Tor individual constituonts, The limit ia as
ladelled with a mininum of ten (10) AMF units per ml. of
Teconstituted materisl

b Total Pyotein Content in reconstituted material is & paximum of

40 mg. por ATF unic
®  Molsture ocatent is a maxisum of 2,0% of lyophilised product weight
de  Solubility when the coutents of the final container are reconstituted

Wt 37°C with the voluse of Sterile Water for Injeotion USP designated,
the material should bde completely dissolved within 20 minutes.

e pf  The pif limits are 6.6 to 7.0 for reconatituted material
f.  Clyoime Content The limit is a 0:25 N maxizum of reconstituted
matexri

& N;n;ﬂlmo m%]. content  The limit is & maximum of 0.15 g. por
+ of recons tod material

he I8 utinins  Bach lot of AN® concentrate is tested for its
contant isoagglutining, Whenever the titre of immune Anti-A or
Anti=B iscagglutining without neutralisation with bdlood specifio
substances is in excess of 1:640, the product will be labelled "group
0 specifio” and will be recommended for use with group 0 reciplents
onl:.

i¢  Hepatitis The concentrate is prepared from large pools of fresh
Fusan plessa. Such plasms may contain the causative agents of viral
bepatitis. However, cach unit of plasms hss been found to be
negative for Hepatitis Associated Antigen by counterelectrophoresis.

Je %ﬂ_@_ There shall be no indication of the presence of
& sins

ke Sterility The product shall bde sterile and non-pyrogenio after
esting in sccondance with Bureau of Biologles procedures.

1)  Toxiei The product contains a trace asount of heparin 0.5 units
{0.005 5g.) ar less per ml of reconstituted material. It is not
posaible to test for the presence of heparin in trace amounts in Anti-
haemophilic Factor. Consequently & series of experiments have beon
perfarmed to demonstrate that concentrations of heparin pany times
greater than that which could result from the manufacturing process
bave no demcnstreble effect after injeotion of the volunes encountered

in the use of the product.

Data showling Heparin effect

Four componsnt Partlel Thromboplastin Times (PIT) 0.1 ml Partial
Thromboplastin = Kaclin, 0.1 ml VIII Deficient Substrate, 0.1 ml
HEMOPIL or dilution, 0.1 =l Calcium Chloride. 1

DHSC0105593_006_0007
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15.2 Other constituents
Not e2ppliceble
1543 Finisnea Product Specificstion (HEMOFIT)

a. Units of activi for the lyophilised AHF concentrate are as
detailed Tor tﬁ individual constituents. The limit is as
ladelled with & minicum of ten (10) AP units per ml, of
Teconstituted materiol

b. Total Protein Content in reconstituted material is a paximum of
4.0 ng. Per AHF unit

©»  Molsture content is a maximup of 2.0% of lyophilised product weight
—=22F¢ content

d. Sclubility when the Coutents of the final container are reconstituted
&t 370C mith the voluzme of Sterile Water for Injection USP designated,

e material should be coupletely dissolved within 20 minutes.
€ P The pH limits are 6.6 to 740 for reconstituted material
r. Clycine Content The linit is & 0,25 M maxizum of reconstituted
material

8 Po lene ol content The liwit is & maxigum of 0.15 g. per
« ol recons ved material

h. Isoagelutining Each lot of AP concentrate is tested for its

i. Hepatitis The comcentrate is prepared from large pools of fresh
Fun;%- Such plasme

hepatitis. Hewever, each unit of plasma has been found to be
negative for Hepatitis Associated Antigen by counterelectrophoresis.,

Je Haemolysins  There shall be no indication of the presence of
eemolysins.

k. Storﬂi}x The product shall be sterile and non-pyrogenic after
testing in scoordance with Bureau of Biologics procedures.

1) Toxicity The product contains a trace amount of he
. 5 mg.)

possible to test for the presence of heparin in trace amounts in Anti-
haemophilic Factor. Consequently a series of experiments have beon
performed to demonstrate that concentrations of heparin many times
greater than that which could result from the manufecturing process
have no demenstreble effect after injeotion of the volumes encountered

in the uze of the product,

Data showing Heparin effect
1ol Thromboplastin Times (PIT) 0.1 1l Partial

Pour component Part
Thromboplastin = Kaolin, 0.1 ml VIII Deficient Substrate, 0,1 ml

HEMOFIL or dilution, 0.1 ml Calcium Chloride.
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Heparin adg 8dded in verying concentrations to final product

Concentration of heparin in ref: OPIL lot
59110134) P reference experiment (using HEM

0l y/ml  0.25 w/ml 0.5 y/md
PIT 304 sec 33,7 zec 38.2 sec’ 45.1 sec

0.75 w/wl 1.0 y/ml no heperin
53.8 sec  29.8 sec

3 x 300 Jitre exroriments] lots of HEMOPIL 4o whicl 2 unit per ml of
heperin was edded "in process"

96LR04IA 98LROL2 A S64ROL3A

PIT 38,7 sec 31e2 mec 35.8 sec

DEVELOPMENT FHARMACEUTICS
The proposed formulation of the product offers the folloming edvanteges:=

2. It is of homologous origin.
be It supplies 6 or moro times higher potency AHF than the present

glycine or cryoprecipitate preparations with relatively smaller
emounts of fibrinogen and other protein, furnishing sdequate AR

without excessively overloeding the circulatory system.

Ce Eech lot is asscyed and labelled for its ANF content, making possible
estimation of dose needed and prediction of effect cxpected.
(Dosage with plasma is less exascit, eince the AHF Jevel in the placwma
of normsl individuals veries from about 50% to ebout 200% of normal)e

de Beceuse of prediotable effect, therepy may be mensged without
repeated determination of Ali¥ level when the patient is very young,
when véing are poor, or when laboratory service is not immediately

available.
Blood group isoagglutinins arc not present in clinically significant

€.
emounts. Therefore, the product mey be sufely used without time=
conzuming grouping, typing or cross-matching; however, these
procedures should be done when possible.

b In dry foru, AHF appears very stable, in contrast to its erratic

deocey in fresh or frozen plasma.
G This AFF preparation can be given rapidly, either by intravenous drip
infusion or direct syringe injection, with no significent reactions.

h, In the experience thus far, urticeria has not been scen, and in
hacmopliiliacs known to be allergic to plesma, no "plesma reactions"

have been encowntered,

i. Sufficient amounts may be edministered to overcome irhibitors, thus
eliminating the necd for bovine or porcine preparations.

Je It reconstitutes rapidly and easily without formaetion of bubbles or
foem which can insctivate AlF.

DHSC0105593_006_0009



17. BIOLOGICAL AVATLABILITY
-—-_—_-‘_._

Since Antihacmophilic Pactor (Human) is edministered intravenously and
is replecement therepy in patients with sbnorselly low levels of AHF,
1o studies of ebsorption or elimination can be dones

The helf-1ife of AP administered to heemophilincs has been variously
esticated at 8 to 24 hours. 1In the severe hacmophilise, the half-life
of the first dose of AF in eny form eppears to be at the lover end of

the range, but for subsequent doses it nay be ssfely estimated os at .
least 12 to 15 hours !n the ebsence of inhibitors end "active bleeding”.

18, VETAROLIC STUDTES

Not applicable

19. STABILITY REPORTS

Antihsemophilic Factor (ANF) potency test results on the product imitislly

td after storage for 2, months to %6 months in standard gass visls sre
listed on p.llo

20. FROPOSED SHELF LIFE FOR FRODUCT

1 year

2). CONTAINERS

The AHF concentrate is available in vial sizes of 10 ml and 30 ml, with
mininum sctivities ranging from 100 - 550 units.

22+ STABILITY DATA
See p.1l.

23« DRAFT PACKACE INSERT

A sample of the package leeflet is given as Appendix 5 (p.12 of Part 2
of the Submission)

24 REPORTS OP CLINICAL TRIALS

The only experience with Hemofil in the United Kingdom hes been on an
irdividuel besis. Two patients have been treated at St Thomes' Hospitel,
epperently with successful results. Deteiled descriptions of these two

cases appear in a table imnediately following page € in Part 5 of the
Submission.

Since 1968, when the product beceme available in the United Stetes, there
hes been a considersble experience of its use in the treatment of heemophilie.
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r

Results of the early Americen trials shom that aftor 5n1\lll°@: ::d?‘:::
VI11 in concentrated form, cessation of heemorrhagy 1,‘ r::{:l valu?u.

vels of Feotor VIII spprect, nor hyporvnlno.iu

yonol

transfunion oirculating 1e
were obaerved and fibx'lnom-nncnin
of tho Americen exporienc®,

No allergic reaciions

were not a problem. On the basis

Laboratorics make the following clatma for their produots=

A higher potency of Vactor VIII ia contained in small volumes.

be Exnct standardisation of ANF activity mekes poasible onloulations

of dosage neceasery to produce the depired inorecose in

ecireulating MY lovels,

Suffiojent amounts of the concentrate may be administerod to.d oo
pitora to the ANF, thus eliminating the ne

patients with inhi
bovine or porcine preporations.
eithor

de The AHF preparsation cen be given rapidly,
drip infusion or direct ayringe injeotion, thue reduo
hospitalisntions

0. Tho concentrate
thus provenling
haemostasio.

a.

O
by intravenous
ing pai.iant
troat haemophilin prophylnotio.uy,
intelning porwal

may be used to
pisodes by ma

minor bleeding €

tent, new ANF conoentrate

25. &BLIR.‘!L‘D PATERS
25.1 Modern Treatwent of Heemophilis with & po
Pibl heemat;l No 38 Part 1 pp 654,860 (Karger, Basel

E Shanbrom et al.
1971)
A new, high-potency AlF concentrate hes been produced within the pest
ye aileble for use in the treatuent of haemophiline i
Prepared from & pool of fresh human plosus, this gycine end polyetbylom |
wcol-prooipitnted paterial contain 30 to 100 units of MIP activity
per ml. The totel protein content is reduced to 1.9 mg/ml, thus
indiceting a purification factor of sowe 100 to 400 tiwes thet of plusmae
e been successfully treated with
stopped within

Fifty-four olassicnl haemophilisocs hav
c¢linionl blecding was
In wost ovses,

this new conzentrates In all oases,
minutes of infusion and the desired level of AHF gohioved.
following single-dosze therapye

haemostasis wes meintained for up to 7 days

No ellergic reactions were seel, in spite of previous history of sensi~
tisetion in meny ¢2oes. Pibrinogenenis was pot & problem, noxr Wes
hypervolemiae In several cascs, the concentrate was successfully
administered by intrevenous syringe injection paking ponsible office or
out-patient treatment. In eddition, 17 patients with Factor VIII
inhibitors were also administered this high~potency AF concentrates
Initial doses of concentrate neutralized the awount of circulating
iphibitor, end subsequent incroased doses produced demonstrable AHF levels.
The adventages of heemophilis therapy using this new AHY concenirate are
(1) bigher potency of Factor VIII contained in spaller volumes (11) exact
standardization of AHF activity mekes possible celculetion of dosage
necessary to produce desired increase in AHF level (1i1) can be used to
treat petients with inhibiters to AHF (1v) syringe injection makes possible
office treatment and reduces petient hospitalization and (v) mey be used to
prophylectically treat haemophilia A, thus preventing minor bleeding

episodes by paintaining normal haemostaslise

DHSC0105593_006_0012



12.

'1th -+ oi ] RO m D!’f’ci’,n b 'ntjh..‘: ,i]! r ! r
Lrence to ]llhibj w'

E Shambrom  Bib) heemat Mo 3, pp 52-59 (Karger, Basel/Mew York 1970)
ﬁedly en AF fraction should heve high activity, bo imert antigenically,
ve effective duration An vive, be mtable for long periods, have mo risk
of hopatitis, not induce enticosgulants, be low cost end reedily availeble,
and be effective intremuzcularly.  While Method 1V fulfills most of these
oriteria, unfortunetely, it is not free of the risk of hepatitis end must
be cduinistered intrerenously. It does have the added yalve of permiiting
succeasful out~patient or office menagoment of haemophilie and the
predictsble treeteent of Factor VIIT inbibitors. Our work with even more

highly fibrinogen~free fractions may overcome these remaining problems wrd
perhaps even permit true muintensnce or replacenent therapy.

25.3 Continuous Intravenous Infusion of Factor YITI in Classic Heemophilia

CW Mc¥illan et al. Brit J. Heemat 1971 18 €59

The effects of continous intrevenous infusion of Factor VIII were studicd
under varied conditions in five chiléren vith classic haemophilia; Pactor
VIII activity wes stable at room tempersture (73~76°F) up to 12 hours in
cryoprecipitate from freeh plasza end vp to 27 hours in elycine-
precipitated fractions (Frection AA end Nethod Four, Hylend). Constent
infusion (17 wl/hr) of different concentrations of these fractions produacd
levels of plasma Factor VIIT sctivity which were proportional to the dose-
ralo end becewe relatively steady after 12-18 hours. In sepsrate studies
of two of the subjeots, dental extraction and lemincotomies were uneveni-
fully supported by an initial dose of Pactor VIII followed by continuous
infusions, It is suggested that contimucus intrevencus infusion of
Factor VIII is useful for studying the regulation of Factor VIII levels in

plasze end for mainteining steady plasza Factor VIIT activity during
replacenent therapy.

25l Experinental Prophylaxis of Severe Hremophilia With a Pactor VIIT
Concentrate E Shenbrom end G ¥ Thelin JAMA 203, 1853, 1969

A potient with severe hacmophilis A was given long=term prophylectic
treatzent with an eminoacetic acid-precipitated preparation of humen Fastor
VIII (entihaemophilic factor (AHP)). Dosage wos bused on units of AF

per kilogrem of body weight required to msintain AHF levels botween 807

end 1007 of normal. Weekly intravenous infusions produced predictsble

AHF levels. Response to the concentrate was prompt. Heaemostesis was
echieved following two episodes of severs, spontaneous, intracerebral anl
gastrointestinal haemorrhess. Desplite extensive brulsing of the patient's
entire body after en eutomobile eccldent, no hesuatomas developed. The
preparation wus well tolereted with no change in pulse rate or blood
pressure. Neither hyperfibrinogenemism nor hyporvolemia occurred. ¥Vith
the evidence provided by this case, and the evailedbilily of AHF concentrstes
for simple office or out-patient treatment, prophylaxia of severe hsemophilia
now appesrs fenrsible.
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5¢5 Adninistration of Sinsle Doses of AHP (Factor VIII) Co

Treatment of Haemophilic Haemerthroses G R Honig et al., Pedimtrics i
26, 1969.
1) deficient

In the treatment of acute haemarthroses in AHF (Pactor VII
g:t:;:ta it has been our practice to edminister repeated infusions of plasus
0 er to maintein haemostatic levels of AP over a 48 hour pericd. In

e present study, AHF concentretes were ad:inistered so 23 to provide the
entire therapeutic AP replacement in a single infusion. Fifty-ons episolied
of acute hoemarthrosis in U boys with AHF deficiency were treeted mith
plassa cryoprecipitate, glyeine-precipitated Poctor VIII (Hyland), or & Dew
higher potency AIF concentrate (Hyland Method Four). Single doses of 20
to 30 units of AHF aotivity per kilogrem were given; this was sufficient
to produce & post-infusion ARF level of 40 to 50%. In 47 of tho 51
episodes treated, satisfactory resclution of the haemsrthroses cocurred
without neecd for furthor AHP therapy. These results eppeared at least a8

gatisfactory as those using repeated plasma infusions. Advantages of
AHF concentrates include fewer

therapy using single~dose infusions of
venipunctures, cese of administretion, less need for hospitalization, and
ur AHF concentrate

greeter paticnt acceptance. Studles of Hylend Methed Fo
indicated thet the dosc-responss relationship and survivel of AHF ectivity
in vivo are similar to that seen with other therapeutic forms of AllF.

26. WMEDICAL COIMENT

The availability of Fec
in the ocare of patients with clessicel haem

have enebled corrective orthopaedic procedures to be cerried out, end for
¢ domiciliery treatment. The prjor

the first time there is a prospect ¢
dlsedvantage of currently available commercisl preperations, such us
HEMGFIL, is that they ere ed from very lerge plasma pools, and
cerry the risk of trensnitting hepetitis viruse Hyland soreen ell {heir
donors for hepstitis-associsted antigen, which reduces but does not
eliminate this risk. However, no attempt is made to disguise the risk
of hepatitis, and it may be considered that the decision to use this
pmaterial could be left to the jndividusl clinician who cen belence the
potential hazard against the anticipated therapeutic benefit toc the

p&ti.ntc
It is recommended that a product licence be grented.

tor VIIT concentrates represeats a mejor edvance
ophilias Such concentrates

DPT
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SUMMARY OF INSPECTION REPORT

Hylend Laboretories, Coste Mesa, Californis, were inspeoted on October 24th, 1972
In sddition, & commercial blood benk in downtown Los Angeles, owned end operated
by Hyland, was also inspecteds

The blood bank performed plasmapheresis on between 200-300 people dsilye 1000 =le
blood was collected from the donors (in two steps) and the cells returneds This

was done twice weekly on the "reguler customers", who constituted ebout 50 of the
total number of donorse The donors were oll men, moatly middle-aged, end predominantly
of Eexicen origin. They were euphomisticelly described to me as "people who need g5",
which is the amount they were paid for each donstion of blood. From what 1 saw,

they were certainly not affluent, slthough they could not fairly be described as
dom~and-out alcoholics. Neither did they seem to be youthful hippies, for the moat
part. Homever, the medicel screening of the donors was rudimentery: a micrchaematocrit
determination of eer lobe capillary blood, blood pressure end temperature, and that
was about all. FProbably the most important screening carried out was routine testing
for hepatitis-associated antigen, using Hyland's own counterelectrophoresis kit.

This teating is carried out on all bleod that is collected, on every visit, and
before the plasma leaves the blood banks Several aspects of the whole operation

do not meet T.S. Regulations. For example, the transfusion needle is not inserted

by & doctor, the donors are not screcned for syphilis, more than 420 ml. blood is
removed at one session, and a haematocrit and not & haemoglobin determinetion is
made. However, it is hoped that the sub-committee will advise the licensing
euthority on the relevance of some of these requirements in the present contexte

At tho factory, plasma is pooled, end the pools contain plasma from as many 8s
6,000 donors. The fractionation process is carried out under excellent corditions
in a modem, well~equipped plante The persomnel seemed highly competent end
well-informeds My only criticism was that the aseptic £illing arce was spall and
overcrowded, and they pleced too much reliance on laminar flow cabinets. However,
a new £illing area was due to be built within a matter of weeks.

Standardizetion of the Factor VIII concentrate is carried out using a house stendexd,
and not the International Standards They promised to mend their ways, but I am
doubtful if they will, unless required to do so.

In conclusion, obviously the main problem with this product is the hepatitis hazaxde
The donors do not inspire confidence, end Factor VIII concentrate is prepared from
very large plasue poclse Despite the HAA testing, the risk of hepatitis must still
be conaidered to be presente However, the firm make no attempt to disguise this
potentiel hazerd, I

D.PlT.
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