
•• i Lei':..

Manufacturer Material Batch No, Date 
Stec d . 

Date 
Tested 

Result 

SNE3TS, Factor II 
Edinburgh 1 X + 

s 

C ts: 

Signed..... GRO-C ........ ®..... . 

Date ................ / ............ 

DP3A 1 
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X11:1) (:Iy1:S AC1, 1

Institute Co 

EXAMINATION OF SA;'11'LES AND PI2OTOOJLS 

Product. . . . , `t Tqf< `Jl l.icenc holder's Name. , ~`} .. . . . . . . . .. . . . . . 

Licence No .................... Address................. 
s'2 ................ 

Pate protocol received 

Batch No.  . - `. .. .  1k~ tc samples received . . ..... ~ . . . . . . . . . . . . . . 

Tests carried out Results (hark 'not applicable' if the test is 
iraa ~ rooriate to the product 

Identity 

Abnormal toxicity 

Potency

Pyrogens 

Sterility 

Special tests 
(please detail below) 

Protocol 

Rate released .............................. 
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NATIONAL INSTITUTE FOR BIOLOGICAL STANDARDS 

AND CONTROL 

To . . . . »t/.~» . . ~» » 
l 

. . . .». . . . . .... . .. 

Division/Se -ion . ..` . . . .. . . ..T: ... 

TESTS FOR HTLV-III/LAV ANTIBODIES 

Test Technicue (rs) used. ... . . ..Y , c.. . , . .. . • q) 

Manufacturer Material Code No Date Date Result 

Received Tested 

IA $wt's ( fr y 1 3 ®7  
I' 

GRO-C 
Signed .. ®........ 

Py 
Date  ° r . . . r o x o . • 
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(Zw u'u Tic RESULTS SEEP 

223 

e 

?Y , 

-9Y .22 e 

Test material: 

Assay thcxi(s) : 2

Standard: Fqc c3~ 

Standard potency (iu/ml): 

Test sample: 5esl PL 
Batch No.: .\j ~ ,~ tr/n 

ReccrL .Vol . (rnl.) :
Nominal potency (u/ml) v0 rPC5 

Recan.Ti (mire):

C ts: c c ,_r 

Vial 
No. 

Operator Assay 
N0. 

Potency 
iu/ml 

95% limits Weight Parallel 

X122 
~ c f7 1 :?J4.4- 223-2 C,P 

sI- '792  20 923 

.2- ( 7-2 •9 I 72 
7 ' 3 m/

f/gg 
Imo/ 

0 24

9 0 17.9`(4-- 9.2 2 O7 
t I 2S3 22.5

Ucnb1ne potency/m1. 

Date of completion 
\7 q 

^ f 

COMBINED RESULTS 

NIBSC

Manufacturer 

NI RSC 
Man. 

C) 

WITN6405008_0004 



At f C-QUALITY CONTROL SUHMARY-PFL 8Y QC-02(a) 

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

Date effective lU_vx. Sam
Batch No. 8Y ~~,

Authorized by j G RO-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 
~G~4s 

Pass 

Pyrogenicity, °C/n Ph.Eur.'80 Pass o1,3 Pass 

Abnormal Toxicity Ph.Eur.'80 Pass 
1`C~SS 

Pass 

Hepatitis Bs Antigen BPL (RIA) Pass 
~ncs Pass 

HTLV III Antibody ELISA Pass 0V3V_wau- 
pct ss . 

Pass 

Solubility 20°C, min BP '80 X20 
7 

1-10 

Appearance of solution BP '80 Complies `U^,"4 tka 
1 r 

Complies 

Stability 20° C, h BPL 3 Piss. >3 

pH at 20°C BP '80 6.8-7.4 6.31-6.97 

Factor VIII potency, iu/ml BP '80/82 X6.0 13.1-40.6 

Specific activity, iu/mg BP '80/32 0.2 
3 P.1 

2.05-7.97 

Total protein, g/1 BPL X25 ~.0
t4 

2.66-7.94 

Clottable protein, g/l BPL $20 ®(.) 1.45-6.26 

Sodium ion, mmol/l '80 1200 t2 4 
118.1-129.3 

Potassium ion, mmol/1 
I

BP 

BPL ~5 4Q,0s  <0.05 

Chloride ion, mmol/l BPL X200 Eon 95.9-111,9 

Citrate ion, mmol/l BP '80 X55 7q 8.76---10.64 

No.of donations used BPL X10000 ~Z <1000() 

Heparin, u/ml. BPL 12 < 7- <0.2(n=10) 

Sucrose, g/l BPL 
 
X20  --

Iris, mmol/l BPL { -~60  7.96-11.92 

Glycine, mmol/l
uncorrected

BPL X50 1 6.19-12.11 

This summary sheet completed by s Initials/date ;GRO-C

Bayed or 14 batches (8Y2212-8Y2231) assuming log distribution for F.VIII and 
specific activity 

(~~b~ e L X47 ttt 
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QUALITY CONTROL SUMMARY-PFL BY QC-02(b) 

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

Date effective  
Batch No. 8Y 

Authorized by GRO-C 

2. Results of these tests will be available. 

PKA, units/ml 
 - 

- 
L b 

--~- 
<5

Conductivity,mScm-1 @ 200C - - 8.2-12.2 

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

Calcium, ions pM - - 37 51.8-93.4 

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

Anti A,Oxford units/ml - - 41.7--114,1 

viq r.Vlit . 
This summary sheet completed by Initials/date cRoc 5~?~ 

Based on 1.4 ,batches (8Y2212-8Y2231) assuming log distribution for F.VIII and 
specific activity 
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rid 

MED I t; I NFS 1\C I 19(3 

Institute Copy 

EXAMINATION 01' SAMPLES ANC) PPOT000LS 

Licence holder's Narne............ ............ . 

Licence No. .  Address..................... ,............ 

Date protocol received .......... 
e 

Batch No. .` Date samples received ............................ 

Tests carried out Results (Mark °not applicable° if the test is 
inappropriate to the product 

Identity 

Abnormal toxicity 

Potency

Pyrogens 

Sterility 

Special tests 
(please detail below) 

Protocol 

Date released................................ 
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DIVISION OF VIRAL PRODUCTS 

NATIONAL INSTITUTE FOR BIOLOGICAL STANDARDS 

AND CONTROL 

To .. . . ............. .. . .. ...... . . 

Division/Section .... . . . .... . 7,j. . 

TESTS FOR HTLV-III/LAV ANTIBODIES 

Test Technique(s)

Manufacturer Material  Code No 
Date Date Result

Received Tested 

I.. 

E 
3 

Signed 
GRO-C i O P e f a s .

. .. d 
- ---------

®L Date ...... . 
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CGAGULATTON RESULTS SHEET 

Test nnteriai: sett Test sample: rd ~ 

Assay rrpthcxi(s) : 

Standard:

Standard potency (iu./ml): 

Batch No.:  ~t 

Recon.Vol.(ml): iOo 6 

Ncnd na l potency (u/ml): 2. tSr

Recon.Tiu (rain): 

Ccnnts : 

Vial 
No. 

Operator Assay 
No. 

Potency 
iu/mi 

95% limits might 
 
Parallel 

ow o O 

Canbined potency/mi = 

Date of caitpletion 

C14BINED REStJUIS 

Potency 
iu/vial 

95% limits height Hatgeneous 

NIBSC 'L2. l ~i ~# -3V7 `  (0-2.0 ,7,3 Yes/'

Manufacturer  95 

NIBSC
San. % 70—!9 1 

D 

WITN6405008_0009 



File reference QC8YO10l.REP Product : DRIED HIGH PURITY FACTOR VIII 

Date effective  i 

Authorized by GRO-C i Batch No. 8Y Z2LLta 

Label : (completed sample _label exactly as attached to vials) 
~~ The reconstputod s.tutign 

onto inq pe; Iitre, rqt more - DRIED FACTOR VW FRACTION 
titan:- 259 protein ;hteluding not Batch irefurmat!on: 

re than 20g tibdnoganl, to High Purity: Heat Treated 
mrrnl Trio, 200 ooro. sodium, 
700 mmol chiorida, 55 unmet nit- Directions for use: before resonnfiru0r.g, warm the vial and Water for 

Factor VIII 2®5 contcrf Ill 

rate. 50 m".1 glycine, 20 a sue- Injections to 20'C to 30°C. Add the indicated volume of water and mix 
1 0 

rose pod 2000 units hepari:,. gently, evo nyfroihi.^.g,brtate releasing vacuum,Uselmmadiately:dis- 1Hssctvo in (roil 
__...-' -n card 1! ea used within 3 hours of reconstitution. or If, gel forms 

51005 IN THE DARK.BELOW+6C Warning: the preparetion is of human origin (less the. 10,000 prima Batch 13Y 2244 
dgnatlnne usadper batchl. It has been subjected to brat treatment in the 

BLOOD PRODUCTS LABORATORY vlal,to reducethe risk of lnteotlor, byvirelagets(Including bepati5s and Expir,, D CT 66 
Oaggar Lone, EI¢Veg, Mens'vvuS Tax AIDS vinv serf but can u mnot he e~med to ho free fro rhk of 

intoctton. by, 

Date of expiry taken as one year from date of assigning potency ( 'e- ' - 3a ) 

Formulation : See BP1980 "Dried Factor VIII Fraction" and 1982 Addendum. 

See also label side-panels and report QCO2. 

Product Licence No.: 

Process Summary 

Related batches from same pool 

Plasma source (RTC) 

Number of donations 

Fractionation date 

~ -I 

Fill (pre—dry) volume l~ ml. Recommended reconstitution volume ) ml. 

Date of terminal filtration  e - Defined batch Z vials 

Date of dry heat treatment and conditions

Number of vials considered for release ;t Initials/date '~ J

Water for Injections Manufacturer and Batch No t i  c,r S20 r cO 

Release authorization : I have examined the Batch Manufacturing Record and I 
authorize the issue of VI, vials for clinical use rs -t o --r~~t e in/ 
subject to the following restrictions t ra~4m4s toI>em:4 *ecl -- 

e-

G RO-C 
Signed 

Date 

Inventory : vials placed at issue 

reference samples removed 

-- vials removed for N. I. B. S. C 

Head,of Quality Control 

BPL/PPL. 

Initials/date: 

- ' ' Initials/date: GROC k t if u= 

! Initials/date: ! GRO-C  1l  Z

WITN6405008_0010 



File reference C8YO2O1.PFL Product : DRIED HIGH PURITY FACTOR VIII 

Date effective GRO-C 
Batc t No. SY -_ ® 

Authorized by 

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

Test Limit Ref. Limit This Batch Expect* 

Sterility Ph.Eur.'80 Pass n 
s 

Pass 

Pyrogenicity, °C/n Ph.Fur.'80 
~ 

Pass P ctSs 
Pass 

Abnormal Toxicity Ph.Eur.'80 Pass 
bass 

Pass 

Hepatitis Bs Antigen BPL (RIA) Pass 0 
~ s s 

Pass 

Solubility 20°C, min BP '80 X20 0 1-10 

Appearance of solution BP '80 Complies  !~ Complies 

Stability 20°C, h BPL <3 p >3 

pH at 20°C BP '80 6.8-e.4 6,81-6.97 

Fctor VIII potency, iu/ml BP '80/82 <6.0 13.1-40.6 

Specific activity, iu/mg BP '80/82 <0.2 
~ x•83 2.05-7.97 

Total protein, g/1 BPL 125 2.66-7.94 

Clottable protein, g/l BPL X20 ~ 1.45-6.26 

Sodium ion, mmol/l BP '80 '200 I ►aj 118.1-129.3 

Potassium ion, mmol/l BPL ;5 Co os <0.05 

Chloride ion, mmol/l BPL 1200 _ 95.9-111.9 

Citrate ion, umol/l BP '80 X55 
to C 

8.76-10.64 

No,of donations used BPL X10000 c
a a 

<10000 

Heparin, u/ml BPL 12 < o K 
! 

<O.2(n=i0) 

Sucrose, g/l 
! 

BPL X20

Tris, mmol/1 BPL T:60 
J 

7.96-11.92 

Giycine, mmol/1 
uncorrected 

BPL '50 j 
lo -o 

6.19-12.11 

2. Results of these tests will be available. 

PKA, units/ml  - - <5 

Conductivity,mScm- @ 20°C -  - 
, jt o 8.2-12.2 

Factor VIII, iu/vial  - Not assigned  
_~ 

es - 3b7 

Calcium, ionspM - - 37 51.8-93.4 

F.VIII R:Ag, u/ml - - 
~J4 1 

27,1-79.4 

¢Anti A,Oxford units/ml ( - Jm o 41.7-114.1 

This summary sheet completed by : Initials/date GRO_C

spXczteic 
activitatches (8Y2212-8Y2231) assuming log distribution for F.VIII and 

WITN6405008_0011 



1)1 (:1::1:4 1'.)Ci8 

Institute Copy

EMMINATION 01: S! dPLCS a\ND PROTOCOLS 

Product. . . . .. .. . <  , Licence Holder' s Naaae.... . ..... . - . . . . . . . ... . . . . 

Licence No . .. .............. . . .. Address. . . . . . . .... ......... .. ---
GRO-C 

Dca to protocol, received . . . . . . . . . . . . . . . . . ` - ` - - - i.._._. _._._. _._._.. 

patch .No. i _ `.. 
Date s uaples received .-s ~. .............. 

Tests carried out Results (1E4ark 'not applicable' if the test is 
inappropr-iate to the j pJ _ I 

Identity

Abnormal toxicity 

Potency

Pyrogens 

Sterility 

Special tests 
(please detail below) 

TH HiV 
~. 

Protocol 

R.Dk1 

Syr ,

hate released .............................. 

WITN6405008_0012 



QUALITY CONTROL SUMMARY 

File reference . QC8Y0209.REP 

QC-02(a) 

Product : DRIED HIGH PURITY FACTOR VIII 

Date effective . , -, c 
Authorized by o GRO-C 

Batch No. : 1 8Y 

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

Test Limit Ref. Limit This Batch çpt* 
Sterility Ph,Eur.'80 Pass Pass 

Pyrogenicity, °C/n Ph.Eur®' 80 Pass ° t C) mo Pass

Abnormal Toxicity Ph.Eur.'80 Pass 
Pftç Pass 

Hepatitis Bs Antigen BPL (RIA) Pass Pass

Anti-HIV ELISA Pass b fLe Pass 

Solubility 20°C, min BP 180 *20 1-16 

Appearance of solution BP '80 Complies Ccutplies 

Stability 20°C, h BPL 4:1 >1 

pH at 20°C BP '80 6.8-7.4  c c^" 6.82-7.02 

Factor VIII potency, iu/m? BP '80/82 46.0 , .J 18.9-27.2 

Specific activity, iu/mg BP '80/82 40.2  ~~ 2.01-4.73 

Total protein, g/1 BPL *25 .efl 4.5-9.6 

Clottable protein, g/l BPL *20 7 3.4-8.2 

Sodium ion, nrrol/l BP '80 *200 -~~ 108-138 

Potassium ion, mml/1 BPL *5 <0.05 

Chloride ion, mTol/1 BPL $200 
:3 

93-123 

Citrate ion, mml/l BP '80 *55 9 7.3-11.8 

No.of donations used BPL $25000 970 <25000 

Heparin, u/mi BPL $2 ~. Z, <0.2 

Sucrose, g/l BPL $20 -

Tris, zuml/1 BPL *60 q. 8.1-13.8 

lyc ine, mml/l (Uncorr tea BPL *50 fl . 7 "7 7.1-13.14 

GRO-C 
This sunirery sheet ccxrpleted by : Initials/date j [OS] ®~ --._._._._._._._._._._._ 

* Based on 56 batches ( 8Y 3336 - 8Y 3394 ) Yi n + 2 S.D 

WITN6405008_0013 



DIVISION OF VIRAL PRODUCTS 

NATIONAL INSTITUTE FOR BIOLOGICAL STANDARDS 

AND CONTROL 

To ....... . ,. Q. .............. 

Di vlsi on/S 4 . T .o.. . ..fP4 T . . 

Test Technique(s) used,..n„.

Manufacturer Material Code No 

r t Y 3ça. 7 

Signed 
GRO-C 

........ ... 

Date Date Result 

Received Tested 

WITN6405008_0014 



t7 

(X P ULA,'I ION RESSUUrS SHE

`Pest material : r, c ,nit Test sarile

Assay me-thod(s) 2- ~{ +2 Batch o. gr ?~ t} 2 (~ 
/ 

34 7 J 3

S tanda rd : j f' S C) Recall. Vol. (ml) : ! C I ? /7 7? 
Standard potency (iu/ml) : Nominal potency (u/ml):  

6 
/ 2 

/ 
? /? 

Rec .Time (min): 

Cc auents 

1 &&F-CAA f Operator Assay Potency 95% limits Weight Parallel 

No. No. iu/ml 

t g c{ 2 -iS 

34-21 ctq~ ~3 Lv-~ ~-~  t 1 —  d 10 °5 ca • Q 

SR t9 °~ t Po— -9 I - I

Ca ined potency/mi 

Date of corcg~leticrs

to MMM RFStJL'IS W

Potency 
iu/vial 

95% limits Weight Hatoenecus 

NI BSC Yes Ai u 

Manufacturer 

NI BSC 
Man. % 

GE /kBD

WITN6405008_0015 



CGALGUC.ATtG'J RESULTS 

Ashy: Cook z_ S~ Assay ray,. : 23•)0. ?sue

Orator: 
s E 

Date: 22 • \ C . C 

Standard: 
S sf a o

Test:

Potency (iu/mi) : 7 , Potency (iu/ml) : 2 

Initial dilutions: A~ Initial dilutions:

Clotting times 

Preparation Dilution L 2 Ave. Corm~ent 

11 / 1 

3 !" X9'6 

/10 

ic 

31, 3a 321 

Substrate plasm: 

Reagent: bone made/combined 

Sutsannplino times (min. ) : 

WITN6405008_0016 
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