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EXAMINATION OF SAMPLES AND PROTOCOLS
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Tests carried out

Results (Mark 'not applicable' if the test 1is
inappropriate to the product)

Identity

Abnormal toxicity

Potency

26 vs wveet 225 (108 %)

Pyrogens

Sterility

Special tests

(please detail below)

AnrTyv— A

Protocol

REMARKS
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3N~ 22039
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NATIONAL INSTITUTE FOR BIOLOGICAL STANDARDS

DIVISION OF VIRAL PRODUCTS

e s & o

AND CONTROL

............

rRpusts§

TESTS FOR HTLV-III/LAV ANTIBODIES

Manufacturer . Material Code No Daté Date Result
Received | Tested
. 85 270 2 -
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|

AGULATION KESULTS SHEET

Test material: et U
Assay method(s): 2 shace
Standard: 83/4, S0 '
Standard potency (iu/ml): .3

Test sample: QSV@Q B?L

Batch No.: \aiun

Recaon.Vol. (ml) :

Lo

Nominal potency (u/ml): Vo iiesnan

Recan.Time (min):

Comments : mwi.\" CLQC&J

MOwa~

Vial | Operator | Assay | Potency | 95% limits | Weight | Parallel
No. No. iu/ml
oK ' 152
St 22327 T 7V 2206 26i-31-5 | LG22 ,
(#2260 | Gre TN 2k 12232408 | Gigy |
P o ’ ~ L7
Y 3386 sye N7-9-2]120.C [\ 74-2u-M 1925 s
‘ o5
2y 400 | Gre 1793 |22 |87-24.9 1672 E
g7 B4 GRC 07931220 [18u-264 1672
: -0 -
2 2279 <IE V.94 {29.2 2‘5-0—3‘—’««3 21972 7 '
\7.9. X 18-6~25 5 v
gy 24\ 9 Swe 794 | A Z 1225 |
Caombined potency/ml =
Date of completion \7.q.9 (3 _ |
COMBINED RESULTS
Potency 95% limits Weight | Homogeneous
iu/vial
NIBSC Yes/No
Manufacturer
NIBSC
Man. %
GENARD
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ApRaiED -t

: . N I1ESC
QUALITY CONTROL SUMMARY-PFL 8Y QC-02(a)
File reference : QC8Y0202.PFL Product : DRIED HIGH PURITY FACTOR VIII
Dat ffecti : 1€z,
ate e' ective z2. 85 Bateh No. : | 8y 22004
Authorized by : GRO-C

1. Results for these tests must be within limits for labelling authorization.

Test Limit Ref. |Limit This Batch Expect®
Sterility Ph.Eur.'80 | Pass ﬂagg Pass
Pyrogenicity, 9C/n Ph.Eur.'80 | Pass Poss 9/3 Pass
Abnormal Toxicity Ph.Eur.'80 | Pass fus s Pass
Hepatitis Bs Antigen BPL (RIA) | Pass pﬁ“ Pass
HTLV II1 Antibody ELISA Pass D(@W“;\ss. : Pass
Solubility 20°9C, wmin BP '80 $20 v . 1-10
Appearance .of soluti;.m BP '80 Compliesu “U‘fﬁg\}? N Complies
Stability 20°C, n BPL {3 pk;sb >3
pH at 20°¢ BP '80 6.8~7.4 5.8 6.31-6.97
Factor VIII potency, iu/ml BP '80/82 {6.0 29l 13.1-40.6
Specific activity, iu/mg BP '80/82 $0.2 3.9 2.05-7.97
Total protein, g/l BPL $25 J.0u 2.66-7.94
Clottable protein, g/l BPL ' }20 5'«15(75%5 1.45-6.26
Sodium ion, mmol/l BE '80 $200 124y 118.1-129.3
Potassium ion, mmol/1 BPL b5 lo og <0.05
(?hlorida ion, mmol/1 BPL 200 loq 95.9-111.9
Citrate ion, mmol/l BP '80 $55 619 8.76-10.64
Ho.of donations used BPL | *10000 b23 <16000
Yeparin, u/ml 1 BPL 2 <o.72 £0.2(n=10)
Sucrose, g/l BPL | 320 — -
Tris, mmol/l BPL 160 -6 ©7.96-11.92
ﬁézg%ggétl‘zﬁol/l BFL ‘ $30 0.5 I 6.19-12.11

This summary sheet coﬁpleted by : Initizls/date -g-R.a-.C-i.' g(r{]gz,

* Based on 14 batches (8Y2212-8Y2231) assumiang log dlstrlbutlon for F.VIII and
speciilc activity

n/'\ﬂzm ok ik (bw\/\mtﬂd> -0 ?’o wiw g??‘ .
- . [w73) 6.07 . e
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¢ QUALITY CONTROL SUMMARY-PFL BY QC-02(b)

File reference : QC8Y0202.PFL Product : DRIED HIGH PURITY FACTOR VIII

Date effective : 0.12. 85 ;

Authorized by : | GRO-C r___ Batch No. : | 8Y 914y (ﬂNi’ ?/>

2. Results of these tersts v;ill be available.

rPKA, units/ml - - s ’ <5

Conductivity,mSem™+ @ 20°C | - - "o 8.2-12.2

Factor VIII, iu/vial - Not assigned 24986 112.2-367

Calcium, ions uM - - 39 51.8-93.4

F.VIII R:Ag, u/ml - v - 27.1-79.4

Anti A,Oxford units/ml - - Wy 41.7-114.1
e Fyw € Rg .

Tais summary sheet completed by : Initials/date EGRO-CE plslet .

% Based on 14 batches (8Y2212-8Y2231) assuming log distribution for F.VIII and
specific activity
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MEDICINES ACT 1908

Institute Copy

EXAMINATION OF SAMPLES AND PROTOCOLS

Product..!E?%T%??@gi.Eﬂ[s ...... Licence Holder's NaMeeueeueeceenaees e rcnnunonns
Licence No... ... e . AddresSS.e ceviv e nnneninnn. ’ EL"S/FREG .............. L
' : Lh—2-8b
Date protocol received "r-rrrsorrrrerer e e
y 8 o € ¢ I SN ¥ /
Batch No. ...S \/ RS Date sanples received .. ... L ?b ......... L

Results (Mark 'not applicable' if the test is

Tests carried out - t
inappropriate to the product)

Identity

Abnormal toxicity

Potency 252 us \ ARG 285 C Qi} G!B\)

Pyrogens

Sterility

Special tests
(please detail below)

AT~ HWY ] el

Protocol

REMARKS

S TR E R WRRVAT T s~ B 4 EPAIE

Date released. . oo ive e, T
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DIVISION OF VIRAL PRODUCTS
NATIONAL INSTITUTE FOR BIOGLOGICAL STANDARDS

AND CONTROL

Test Technique(s) used...&’ﬂé‘:‘:‘!z.-Z”.‘::.[ ....... Q’Fﬁ)
Manufacturer Material * Code No Date Date Result
Received | Tested
2l / /W A6.02,0 28 |28 | —
Lowon Fulonds | A prer -
A.as2er |28 |0 —
1A g630 -
Bl Lodiscks b, | boiley P01 téiﬁeme&;z:} -
ey -
/%) A ’_Ls“. -
‘ 22577 ¢-2-80 PN + 2
224 -
315°€ -
ML’T‘ 75 3434 4 28% 286 -
| | S|
— ﬂdn-L !
2 w8 o all sedisateesl o 4%“4%4«"&4
=
Signed .. e T
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Test material: . Pac,&gs( WAL

Assay method(s):

Standard:

COAGULATION RESULTS SHEET

D~ g%a{e,
BS [ 6SO

Standard potency (iu/ml}:

_Recon.Vol. {ml):

Test sample:

Batch No.: B 2244 LT.},\

E s TRET

L0+

Nominal potency (wml): 2LR-5

2.8 Recon.Time {min):
Coments:
Vial Operator Assay Potency 95% limits Weight Parallel
No. No. iu/ml
0 SYIE 2442 NG e 9.9 -1 |00 18 090
J
Cambined potency/ml = ng .9
Date of completion 29 .¢:2L
COMBINED RESULTS
Potency 95% limits Weight Hamogeneous
iu/vial
NIBSC 252  |199-27 | (02078 Yes/No
Manufacturer PR
NIBSC
Man, % g g MO — || i

GENABD

WITN6405008_0009



File reference : QC8YO0I101.REP Product : DRIED HIGH PURITY FACTOR VIII
Date effective : M%Mﬁé IPES

. § . ;
v -
Authorized by . GRO-C | __ Batch No. : 8y 2244y
e i et e e e bt i
Label : (completed sample label, exactly as attached to vials)
LEERE RS e 2 enatin® U0
The reconstitited solution ’
containg, per litre, not more - DH,ED FAGTUH v“l FB UN
tam- 25g protein lineluding not Batch information:
more than 20g fibrinegen), 80 High Purity: Heat Treated
mmal Tris, 200 mura! sodium, Factor Vit 285
200 mmal chiarida, 65 mmol cit- Directions for use: bafore i warm the vial and Watar for content {ivh
rate. 50 mmel glycine, 20 g suc- Injections to 20°C to 30°C. Add the indicated volume of watar and mix 10
rosa and 2000 units heparin, gently, avoiting frothing, before raleasing vacwum, Use immediately; dis- Disscive in {mi)
e i eared If not used within 3 hours of mconstitution, o if a gel forms.
STORE IN THE DARK,BELOW46'C | Warning: the preparation is of human origin {less then 10,000 piasma Bach 8Y 2244
donations used per bateh). ithas been subjected to heat treatmant, in the
BLOOD PRODUCTS LASORATORY vial, to reduce the risk of infection by viral agents (including hepatigs and Expiry 0CT86
Dagger Lano, Elstee, Hens Wos 38X | AIDS viruses) but cannat be assumed to be fres from risk of oyt
infaction.

Date of expiry taken as one year from date of assigning potency { \e ‘o g5 )

Formulation : See BP1980 'Dried Factor VIII Fraction" and 1982 Addendum.
See also label side-panels and report QCO2.

Product Licence No.:

Process Summary :

, 4 .
Related batches from same pool : 171 2L VSR
Plasma source (RTC) Gy v
Number of domations HALS Sza
Fractionation date -8 R 2% % ¥

Fill (pre-dry) volume {> ml. Recommended reconstitution volume Loy ml.

Date of terminal filtration W-a- 95 . . Defined batch 2357 vials
Date of dry heat treatment 1k\‘h§-ﬁ5< and conditioms Wt

Number of vials comsidered for release .7< ., Initials/date & S0
Water for Injections Manufacturer and Batch No ﬁ%‘*{,?’i? Sl oY

Release authorization : I have examined the Batch Manufacturing Record and 1
authorize the issue of 77y vials for clinical use-without—restrietion/

[

subject to the following restrictions : i, f»affeufs fabenamec/. ——

Head.of Quality Control

Date : 2%, L2 ' BPL/PFL.

Inventory : .7 vials placed at issue Initials/date:

-y

. reference samples removed Initials/date:

Z-  yials removed for N.I.B.S.C. Initials/date:j GRO-C ! 1. 4757

WITN6405008_0010



 File reference QC8Y0201,.PFL Product :
Date effective GRO-C .
. T Batch No.
Authorized by 280 . 55

DRIED HIGH PURITY FACTOR VIII

|

1. Results for these tests must be within limits for labelling authorization.

Test Limit Ref, | Limit This Batch Expect®
Sterility Ph.Eur.'80 Pass Pase Pass
Pyrogenicity, °C/n "Ph.REur.'80] Pass pﬂss Pass
Abnormal Toxicity Ph.Eur.'80 Pass Pess Pass
Hepatitis Bs Antigen BPL (RIA) Pass qus Pass
Solubility 20°C, min BP '80 $20 1o 1-10
Appearance of solution BpP '80 Complies Qoo e 152 (b Complies
Stability 20°C, h BPL {3 Prcs >3
pH at 20°C BP '80 6.8-7.4 0.7 6.81-6.97
Fctor VIII potency, iu/ml | BP '80/82 {6.0 191 13.1-40.6
Specific activity, iu/mg BP '80/82 {0.2 433 2.05~7.97
Total protein, g/l BPL +25 5.8% 2.66-7.94
Clottable protein, g/1 BPL $20 17%, 1.45-6.26
Sodium ion, mmol/l BP '80 $200 125 118.1-129.3
Potassium iom, mmol/l BPL 35 Co o8 <0.05
Chloride ion, mmol/1 BPL 200 los~ 95.9-111.9
Citrate iom, mmol/l BP '80 +55 Jo.o 8.76-10.64
No.of donations used BPL 310000 Ybg <10000
Heparin, u/ml BPL b2 } <oon. <0.2(n=10)
Sucrose, g/l BPL $20 — -
Tris, mmol/1l BPL 60 tob 7.96-11.92

| ﬁ%}égéggétggol/l BPL $50 Jo -0 6.19-12.11

‘2. Results of these tests w;ill be available.

( PRA, units/ml - ' - <5 <5
Conductivity,mScm—i @ 20° - - ilo 8.2-12.2
Factor VIII, iu/vial - Not assigned 213 ¢ na-a — 367
Calcium, ionspM - - 39 51.8-93.4
F.VIII R:Ag, u/ml - - 50_,1, 27.1-79.4

EAnti A,0xford units/ml - - Joo 41.7-114.1

This summary sheet completed by :

Initials/date

GRO-C| s

§peB§f§flc oanct.&%igf;tches (8Y2212-8¥2231) assuming log distribution for F.VIII and

WITN6405008_0011



MEDTCINES ACT 19068

Institute Copy

EXAMINATION OF SAMPLES ~ND PROTOCOLS

Product....??%???@%%.}2@% ..... Licence Holder's Name. .o e oo e e v o e e e e e e
Licence No.... =TT . . ..... AU CSS . e et ie e cmenanannn (” %%TRGC .......
| GRO-C

Date protocol received

: N — R -
Batch No. g w28 Date samnles reccived ... 2’5"0{"8; ............

...................

Results (Mark 'not applicable' if the test 1s ;
inappropriate to the product)

Tests carried out

Identity

Abnormal toxicity

Potency 73 s LAREL ) Qﬁgvgo?

Pyrogens

Sterility

Special tests
(please detail below)

AT~ Hiv —l

Protocol

REMARKS

NO LABEULED AT

Mate released. oo oot it i et e

WITN640500é_001 2



' QUALITY CONTROL SUMMARY

diRsc

8Y QC-02(a)

File reference : QC8Y0209.REP

Date effective oz, &

nuthorized by GRO-C
bt i

Product

Batch No. @

DRIED HIGH PURITY FACTOR VIIT

8 2u7¢

1. Results for these tests must be within limits for labelling authorization.

Test Limit Ref, | Limit This Batch Expect*
Sterility Ph.Eur.'80 | Pass PSS Pass
Pyrogenicity, °C/n Ph.Fur.'80 | Pass e (?:) Pass
Abnormal Toxicity Ph.BEur.'80 | Pass PPYSMS Pass -
Hepatitis Bs Antigen BPL (RIA) Pass PA-% Pass
Anti~-HIV ELISA Pass P %5 Pass
Solubility 20°C, min BP '80 $20 ?_;{_ 1-16
Appearance of solution BP '80 Complies Co “P‘* 5N Complies
Stability 20°C, h BPL {1 PRSS >1
pH at 20%C EP '80 6.8-7.4 ¢-as 6.82-7,02
Factor VIIT potency, iu/ml| BP '80/82 $6.0 (%] 18.9-27.2
Specific activity, iuw/mg | BP '80/82 $0.2 h-56 2.01-4.73
Total protein, g/1 BPL $25 %97 4.5-9.6
Clottable protein, g/l BPL 120 245 / 67%3 3.4-8.2
Sodium ion, mmol/1l BP '80 $200 172, 108-138
Potassium ion, mmwol/1 BPL 15 0085 <0.05
Chloride ion, mmol/1l BPL $200 98- 2 93-123
Citrate ion, mmwol/1 BP '80 155 q-1¢ 7.3-11.8
No.of donations used BPL $25000 ST0W <25000
Heparin, u/ml BPL }2 <o <0.2
Sucrose, g/l BPL }20 . -
Tris, mwol/1 BPL }60 q-£ 8.1-13.8
Slycine, mmol/l(Uncorrected} BPL 150 7 7.1—13.144

This summary sheet campleted by : Initials/date _ G[Rngic 2] ' l OI%

* Rased on 56 batches ( BY 3336 - 8Y 3394 )

WITN6405008_0013



DIVISION OF VIRAL PRODUCTS

NATIONAL INSTITUTE FOR BIQOLOGICAL STANDARDS

AND CONTROL

TO secosose f@(\ é&/?:?&?f??fﬁ ...........
Division/Sectien . Heoon . .ﬂwf—’ ..

TESTS FOR HTLV-III/LAV ANTIBODIES

Test Technigue(s) used

Manufacturer Material Code No Date Date Result
Received | Tasted
B (QSTRCE) | Aerew v | BY 3¢y -
(Fr3p 20 -
, | 73029 — e
_ _ 22-94 | 2645
Faeroe 1x TA 35366 o996 20-910

Eidesogeny | Fc 8o | 1a-4.v6 | def.56 —

-------------

te e e
o DD, /ﬂm\n?te
WITN6405008 0014




QOAGULATION RESULTS SHEET

Test material: @o\chw vt

Assay maethod(s): 2.,~g4ca;5e.

%S /LSO

Standard:

Standard potency (iu/ml):

Test sample: ElStwer

Batch No.%y 242 b /Ece?—?/’&%l? /’3 424

A

Recon.Vol.(ml): i[j/ Z /? /7

Nominal potency {u/ml): 26/ 217 /¢

‘3’ < Recon . Time (min):
Comments :
Betcia Operaf:or Assay Potency 95% limits Weight Parallel
No. No. iu/ml
Y 23424 A 230077 23 -A Qg =292 [{o2i S O—OCI
243427 | cad 21 10| 2273 111 -2g (el oS o009
T P P I R
"@v242.@Y| s9E |ezoo®) 1703 LA
— 7
. \8 -0-3s-9 isg-11 043
gy 2424 | SUE 22102 195
Combined potency/ml =
Date of completicn
QOMBINED RESULTS
Potency 95% limits Weight Homogeneous
iufvial |
NIBSC Yes/No
Manufacturer
NIBSC
Man. ¥
GENARD

WITN6405008_0015



CONGULATION RESULTS

Assay HNo.: 22.}0, %

MY = s

Operator: STE Date: 27 .y0.3C
Standacd: ., Test: T ltfhec BY w23
2%_/6§U T B 2y aq
Potency (iu/m]): jfg Potency (iu/ml): = -

Initial dilutions: \}!\l Initial dilutions: \[ "/'
e 10

Clotting times
Preparation Dilution 1 2 Ave. Cammrent
o 5.4 n-C e/
S Yo 19 9% W9
o /10 i+ 123
( 2 i A1
R Sk 2.0 33-2
. a1 jé-o 7%
( | 2 202  |20%
L 3/ {339 2%
1 jg-0 ko |17
S 21.¢ 200 256
i 3¢ -l

Substrate plasma:

Reagent:  Home made/combined

Subsampliog times (min. ):

WITN6405008_0016
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