Report by Dr. D.P. Thomas

CONFTDENCE - ; '
‘ Heeting November 197k

OF . HMEDICINES
Therapeutic Blood Product
Class
Sub-Committee on Biological Substances -
) Date Received | 23-8-7k

EDICTNES ACT 71968 = APPLICATION FOR A PRODUCT LICENCE

Summary and Reyport

1o PRODUCT SWMARY

1.1. Neme of Product;  ANTIHAEMOPHILIC FACTOR (HUMAN)
1.2. Description: Lyophilized powder containing dried Human Antihaemophilic

Factor. {(to be reconstituted wzth supplied diluent).

1.3. [Licence to be held by: Abbott Laboratorses Ltd.,

Queenborough,
Kent.
1.4,  Period of Validity: 5 yesrs .
1.5. Manufacturer: Abbott Scientific. Products Division,

A - Abbott Laboratories,
S B 5555 Vulley Boulevard,
Los Angeles, California 90032, U,S. .1\..

1.6. Proposed Method of Sale: Through Supply Division of the Department of
Health and Social Security.
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-  4n thesevaluation of adequacy of therapy.

"LITxILA» U:m' o

"i'Recommended clinical use: - . - —

. fijﬂ!herapy of Haemophil:.a. A (Class:.cal Eaemephilia).

o Route of Admir:l.strat:.on.‘;‘

g intravenous‘*

= :Recommendec. Dosages .

. The dosage must ’oe indlvidualised according to the weight of the
, ;pat:.ent, ‘the sever:.ty of the bleedlng, the severity of his blood
~ condition, the source of bleeding, inhibitors present (if any)
- and other factors as determ:med by the managzng physic:.an or
- ~,Btu‘geon. e

‘ ,The clinical effect on the pa'cient is the most :unportant factor
o It may thus be
 necessary to administer more-Antihaemophilic Factor (Human) AEF
~ that would be estimated in order to obtain the desired result.
~ The dosage requirements of AEF wher inhibitors are prezent are
~ extremely variable, and the dosage can only be determined by the
~ clinical response. Occasionally, low incremerts of AHF in
patients with AHF inhibitore mav suffice to proauce satisfactory

clinical responsess

.' 'PROVIQIGNS’ o

'!%o exemptlon is requlred from a.ny of the standard provmslons. »

D ssmam.,j

cess‘ls /sumnarlsed in the follow:.ng flow-sheet:=

- "fPlasa:apheresed Qulck-Frozen ~
- f*v'fi’Plaamh ‘ '

 Plasma Tnawi‘kg and Pooling .
~ and Centrifuging -

. ¥ash and Sus;l};end Cryo in
~ Glycine extract solut:.on,
- centrifuge

’fi:;,Recons & Su;gend Cryo in -
~ Citrated Saline sclution;
. ‘centra.fuge ‘ ‘

- Starile Fil Ltr‘étion :

Ster:.le Fil1 ana Freeze

L

. ‘iAseptic Stoppering and

- I.yoph:.l:.se

28 lectlon ﬁf’

The Source ‘P’las‘

Human) used in the manufactu*e ot the product
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9.

901

9.2

92

METHOD OF MANUFACTURE:

Specification of starting material: Plasma meets the reguirment that:
each donation shall be individually tested, using the radio=
immunoassay method, and found to be non-reactive for hepaiitis
associated antigen.

Plasma thawing. wooling and centrifucing:

The Quality Assurance~approved shipments of bottles of frogzen plasma are
removed: from the freszer to the thawing room where they are decapped
(but not unstoppered) and examined to sort out the HAA positives, those
with missing and illegible bleeding numbers or those that are broken

or damaged.

The plasmza is thawed in circulating air at 4° C for a tlme which usually
does not exceed 2% hours. The bhottles are examined and those showing
haemolysis or fat flotation removed. The retained bottles are emptied
inte the pooling tank with a swirling motion to dislodge precipitated
materinl. The drainings are separately collected and are not used,

The mixture of cryoprecipitate and the liquid is passed through a
Rray, 2 es super-centrifuge at a tenmperature of 1=5"C using & special
nozzle and at a centrolled specific flow rate.

The paste is scraped from the %owl, veighed and 1mmedlately put through

the next stage.

Removal of residual plasmas

The weighed paste is ground into 7 times its weight of sterlle glycine
solutlon at 0-4°C,

The suspension is then gently agitated for 20 minutes at 0=4C before
being piped to a clean Sharples super-centrifuge throuzh which it is

: passed under the same conditions as previously described.

. The paste ic scraped out, weighed znd frozen at ~65°C. :

9ub

Reconstitution and clarification:

To the frozen cryoprecipitate %s added citrated saline solution at.a
temperature not hlgher than 37 °C and the containers are immersed in a

~ water bath at z4-37°C.

The liquid is drained into a jacketéd vessel below the grinder before
passing the cryoprecipitate through the grinder.

The suspensibn is stirred for 40-50 minutes in the vessel at 3+—37°C.
A further 5 minutes stirring at high speed with a non-aerat;ng stirrer
is glven.

The material is transferred to a source tank and further citrated saline
solution added to bring the protein strength to 3.h4%, and stirring
continued for 20-30 minutes.

Using pressure supnlzed by sterile nitrogen, the suspension is filtered
through a nylon bag into a source tank hgfore passing through an
ultracentrifuge (25,000 r“ﬂ) cooled to 5 C.

‘ [
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 The solution is pumped through 0.8 micron pref:.lters before the 0.3
micron sterile filter and collected in a tank, ‘ -

oo

9.6 F1111n _ang Freezin

‘rThe ster:Lle solution is dlape.ased bv ‘a‘f‘iloma":.c stéixilessétee" syringe
into 50 ml bottles. Total protein, calculated fill, activity umts/ml,
lead to an ad;ustéd f:Lll in ml/boti:les to whlch the machine is adgusted.

- The contents of the bottles are frozen by 1mmersmg half-may up in a

~ dry ice~alcohol bgsth for 3 minutes. The bottles zre transferred to
- a freezer. A Petri dish is placed before each operator, opened when
_ filling starts and covered %-hour later. These will be cultured by
- Quahty Assurance. . .

. Lyophzhs‘atmn. f

~ The material is lyophilised in a vacuum of 200 microns at a temperature
. never allowed to exceed 37 C, B ttles are sealed with processing
- caps;,iménedia‘l.ely. . ~ ; =

L _aton er:m' and A‘F’V&»uatZLOﬂf .

~ The processing caps are repla.ced'by the final stoppers with simultaneous ‘
eVac.;atmn to 30 1‘11‘:13 The b:ttles are scaled with an alnmin um seal,

pmism prover .

ormulatxon. -

| Marketing 3

10,11 AEE V=1 Act:we o the 6 b haman Antiheemophilic Fraction.

"2 Spdium Cnlor: de for I:iiéctzor; Vials Scdium chloride, BSP (9 ES/ml)
.. ~ Vater for In;jectmn usp

**Caﬁtrélf'*“]f -

r fractionat:.on meets tne requirzments
| , 'ldvv:.dua.lly tested and found to be non-
‘reactive for hepat:.t:.s-assocmated antigen.  The Ausria (Abbott) test_

2

~ The donors meet the ‘cr:.teria of‘thé‘ regulations.

The blood from each donorri 5 tested for syphilis (seroclogical test),
for blood group and for ri ,,facto,r\.,,,; . . .

SEI.ECTIOI‘! AHD SCREENING OF 'Btdbb"noﬂons,

The controls apphed in the collection of plasma for AHF manufacture
are detailed in the copies of the forms used to collate the 1nformat10
on the medical hlstory, phys:l.cal examination end laboratory data of a
~ proposed donor; the Donor medical history cards; the plasma donor list
and daily donor rejection list. (see oages 29-37 of the submission).
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12.  IN-PROCESS CONTROLS:

12,1 Manufacture of AEF: DBottles of thawed plasma are examined for haemolyszs
and fat and those positive rejected,

Dur1ng centrifugxng, an examination of the out~going fluld for temperature ‘iét:
and flow-rate is performed every 20 minutes. £

~ The temperature of the glycine and cryo. solution is measured every
5 minutes. During recomstitution of extracted cryo paste, the
temperature of the citrated saline and the water bath temperature are

checked every 20 minutes. The prctein in the reconstituted solution
35 determined and the concentration adjusted to the desired figure,

On the bulk final solution, the following tests are performed: Sterility,

Activity, Total protein. The specification for the bulk solution is:

Sfterility: Passes FDA Regulations.
Contents of Final Container: 200 units of agtivity per gram of protein.

12.2 Finished Product Spec1f1catlon:

AHF:- bterillty. 5| i o L

igiiti;y: § Pass FDA regulations
Pyrogen:

Moisture: Does not exceed 2%
Isoazgzlutinins:Titre less than 1:32

Total FProtein: Does not exceed 4 g/% upon recomstitution
Clottable Protein: Does not exceed 4% g % upon reconstitution (but .
‘ less than total protein) '

- ; ;hrombzn. Does not clot
- - . Activity: Minimum 5 AFF units/=ml. 15 fold increase of normal
~ . human plasma/g protein.
Identity - ‘
Labelled Final Specific Product Identification
~ Container:

Before final release a labelled container from each batch is

tested for identity.

13.  ANALYTICAL CONTROLS ON FINAL PRODUCT:

AHF : =

13,1 Sterility: The sample consists of 10% of the containers in a batch of

~ less than 200 containers, of 20 containers in a batch of more than 200,
- The containers are selected at approximately equal intervals during the
rroduction run. The powder is restored to approximately 25 ml with
sterile diluent and the solution tested for sterility. .

12,2 Safety: The sample is one container, randemly selected,‘per batch.‘

Vzor each test two mice weighing approximately 20 g and 2 guinea plgs

weighing approximately 350 g are injected parenterally, e.g.

subcutaneously or intremuscularly, The test dose for each mouse is -
0.5 ml and for each guinea pig 5.0 ml. If the injection is subcutaneous,

bilateral injectiomns may be made in abdomen area of mice and guinea
piggs A pew 22 gauge disposable needle is used for each animal. The
weights of mice and guinea pigs before 1n3ectzon and at completion of

safety test are recorded.

vﬂ;he animals are observed for seven days and, should reither significant
symptoms rpor death occur in this perlod the product tesied passes

eneral safety test.

L CH
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. 13.3 Identity:

"~ The sample is part of a sazmple container used for one of the tests.

This test is oarried out by the Precipitin reaction by the interfacial
technique, i.e: a monll amount of antiserum is placed at the bottom

- l 4 a layer of diluted antigen placed on top of this. The
re tion, if amy, oscurs at the junction in the form of a ¥ring" of
(see p.15 of tne rubmission for further details).

 Pomens:
fThe sample is one conta_ner, randomly selected, per lot.

- ; “'tanks and a final container from each day's filling are
tested for Py igenlc substances.

f% rabbzta weighlng 1500 g minimum (glve rabbits, if a retest) with
ntrol temperatures not exceeding 39.8°C are used. The control

res before 1n3ectlon are the basis for determining if a

is pyrogenic. 10 units AHF/kg rabbit body weight are

jected, The sample fails if one half or more of all rabbits tested show
emperatur rise of 0.6°C or more or if the averase temperature rise of

: ~/, S all rab ts used is 0.5 C or more.

Qe tacellS‘with a month's dating are purchased from
ier., If an isoagglutinin titre of AHF is 1:32 or
t be clinically evaluated prior to release for

] 18.o£ submission for detalls of the test).
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>,*cpagulatlon tlmer, as a Flbrometer or equ_valent, therma. prep block
eat:.ng unit en& au‘fcmamc pzpet‘te are used for coagulat:.oa determinations.

t is- tandardi ﬂd hgamst the Internatwnal Standard).

ed:.cal or:men+

\he blrod used for the maparatmn of this Factor \.'III concentrate is
* EBAg by radioimmunoasszy. Blodd is obtained hy plalsa-
is £ ommercma.l doncrs at 8 centres in tne U.._.A.

Insufficient
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