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- Jenuary 198. 

Recc^ lend' t ion 

Cn the evidence before then the Sub-Cc^~.~li`tee reccnwend the 
grant 

of a rocinct licence for this ^ro^aration for the " urnoses 

indic„tad in the application on condition that: 

1) satisfactory information is rrovided on 

a) ;the n r..iber of donations in each pool; 

b) the nethod of a:r, the standard used and its 

calibration; 

c) batch to batch rerodaciri?it7. 

2) The rrodest labelling co(97_ lies with the %P ir_cludin- the use 

of international units of oter:cy, a nd sne.rin the urger halt 

of the storage temperature as o°C. 

3) Vhe e7CT~iry date is {-iven tof'ether with te"?rer?.ture at which 

the invest i ̀ •-tion 'ias - erformed.. 

`F) On- .^] - - C :aer1 on th e re n for, -'net ~;:. 1::_o2"^^tiCi2 is ;^r ;ri St: ir• ~~ 

rate of, rejection of donors or do rations, cent, o by centre. 

5) The rrrlico.nt shall am ee to the in ositi on of the b to l 

release 
'^rocea` a to be arplied at the lice censi r- a?wL:?r''i 

discretion. 

Renrk 

The co- should be a.3':ed to „ro.ride agar gvailablc I or 

on
+ ;  = 

or --I antibody levels in _..Ci cuts treated 
+v; l <<ho :a.-,e teen i . aa_l;, follc -.ri u'. 

Main Committee - Janua.ry 1976. 

Advice 

On the evidence before them the Committee advise the grant of a 
product licence for this preparation for the purposes indicated 
in the application on condition that: 

1) Satisfactory infor-.iation is provided on 

a) the number of donations in each pool;; 

b) the method of assay, the standard usea an,i
y cali},,I'at  oi n; 

c) batch to batch reproducibility. 
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COM ErRCIA:L - 1N CON11FID1i!CE 

% . COM-INITTEE ON SAFE OF MEDICfEZ 

FL/CO iQ/Oc6 i 
(Contd.) 

2) The product labelling conpliee with the 2?, including the 

use of international units of potency, and showing the 

upper limit of the storage temperature as 6°C. 

3) The expiry date is given together with temperature at which 

the investigation was performed. 

4) On-going information is provided on the reasons for, and the 

rate of, rejection of donors or donations, centre by centre. 

5) The applicant shall agree to the ircposition of the batch 

release procedure, to be app ied at the licensing authority's 

discretion. 

It was decided that if the applicant did not agree to these 

conditions, a letter should be sent by the Secretary in accordance 

with Section 21(1) of the Medicines Act. 

The Connittee also advise that this p_ educt chard be indicated 

as ''recently introduced" and should be the subject of a apeCial 

directive for the reporting of .adverse reactions. 
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Sub-Cc i ttee or lBio;.o-;ical Substances 
l;eai.C~ •_Ha•_ 

- - A scccment 
by 

Ph ariaaceutical J EDICI3iES ACT 1968 
A =PL I CATIC:i 'FOUR A PRODUCT LIC C E

by 

Thorapeutic 
Glass 

• ,Iu;n!:lrni  P"rC`T~ Pnd r~Ct  ̀ -1BT,:i^tiori 

f -j.  PRODUCT •tom• . P 

1G1 &'.o: knti-haemophilic Factor (Human) Koate 
TI 

PL/001 o/co61 
l

21-10,?5 

January 1 T6 

Dr R D Andrews 

;Firs It -R Pratt 

Blood Product 

A sterile lyophilised powder for reconstitution wit -_
12 Pza.r;.~txce~.~t~.c~1 fn :n and ;c„ for 1V use. Vials

f sterile water for injection,
a4ti.'e ce:s >~}.ML c,1, .: 

+ 500 units of Factor U I  Ii. contain 250 or 

e3 Licence to be hold by: 

1k Pei io d of validity: 

i,5 Manufacturer: 

Bayer UK Limited 
Richmond, Surrey 

5 years 

Cutter Laboratories Inc 

Ber1~ley 
California 9'710, USJ 

Byproposed
direct government contract and private sale.1.6 Applicant's  ..~t i i 

of saes 

c'.. :,: ;. .-Cc: :: v t.. _ Toxicity :nc[ 4'? iri c:). .'.,.; r1 •'/'
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2. PhA " ~tlw  trr CAL t;o ~^ T 

The sPeci*'ication for the bulk active s b. : nra  ( fe Che i ;t_y and Pharr : c . fola e) does nut include any _ ic s 

'Fnt :stab;. 1i+v data pro rlded s as for temperatures j Q and. 25ou; the cos pany propose to recommend .storage of the product at. -8°c. 

3, C? I!ICt., tts 

31 Lsfs 

For the treatment of classical haemophilia in which there is a 
demonstrated deficiency of Factor VIII. 

3.2 Recommended dose 

This is dependent upon t As of the patient ent and i s ez 
upon weightwei5bt1 se,., r ty of the d .: r and/or haemorrhage, the of inhibitors and to Factor VIII level desired. 

3.3 Precaution a ad cartra.-th c #tions 

The company literature includes the usual a.rninr-, :moo ut the ,prese.?ce of hepatitis B virus and recommends restricting it to Factor v ,;J: 
deficiency- only. :.he product should be store i .. J.c,sr 8°c anti r: 
! n it eust e used. „h.t1 ,. hours. (z : ' jc 

containation) 

4, ?9 2tiiTf'C'G' Ta 

4.1 ' anufacturers - Cutter Laboratories Inc 

California
Berkley 

94710 
USA 

4.22 method of Marufac+ure 

4. .1. Source Material 

Each niasna donation is currently tested by redioisnruuo ,assay,, . 
( ciA) for hepatitis B antigen according to the Mandatory FBA 
reavi.reueut as of 15.9a5. No reacts have been received attributing. 
hepatitis to. t C} sj , -,re its it trosftit' o February ; 1}~ `i'h r ~, e raw
r eterjal is Su'Cn];ied by no less than ' di erect .f.ira +ti4oh are 

ssified in the 4uana.ssioz .ac.c3raa ,s., to  e:t'her. the 1iri isowned 
and erateij by others or .0 tter L?ianos, wh tber th C'lasa. .s 
Collected >by 1asmia h r 

.. r. ~, .0 
_ - c5s,„~: or obtained .~rC1.Fi". ?:3:,^i.-->lG blood or irJ1eS r. 

the apparatus coed is owned by Cutter' or the firm concernea. The 
1 s' includes a nuober of Americ= . .i 'GE Prisons. 

;h Zo11cwr.ng criteria are. a -abiihed cor1djn.; to the '3Cu4:er 
'r"'n~ SZi i e1 e. .d:'.a~ on fi le -4th 10f 111 

`f x II3,_ L.AT,fili, r;y G?;a Yr!3k! &)wor.,.. 

2, l i ios 
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a 

3. Donor =ollo -up 

+ ?hlebotrmy preparation cf phiebotey- site, typ nd 

quan.tity of. anti-coce~*ulant, collected blood volu~e ad 
frequency of donation. 

5. Method of handling blood from bieedin to begi.1ninc of 
processir * eell re i, l.' s a poolin, and '`.orage 

temnerature (plasma. kept in frozen state)... 

4«2,2. AU Prodection or€~cess 

A flow diagram and details of manufacturing procedure hre 

.given„ 

Cryoprecipi:tate is recovered by c.entrifvgat on from that ed 
pools of fresh frozen h mal plasma. &iiu?1e pr teins are 
re' ov'ed by washing and. the A ? proteins extracted.. Extrancouo 
non-CAF&i roteiu is removed by  iI and e pe..ratur'e adjustment. 

Prothrombin complex proteins are removed b; adcoryp ci.c-: with 
Al (OH)3 . The AYAF activity is concentrate by alcohol preeiritati~^ . 

The bulk solution is clarified after o1. adjustment and a~dditioriti 
buffer added to bring the c Inc,: tropion to 25--30 units of '`actor 

VIII/mi and further clarified by mwrbr.ne filtra.tion. 1% N.-rt ose 

is ad :ed and: the 'bulky t-~rile filtered. a d filled seaptically s 

10 and 20 ml aliquots in f .sal cyntaine s 5d'n. A t i aze pi + '- s

frozen nt-ad freeze-dried. The final containers are stored t 5..C. 

.., 1%TY CCT_L 

5,1. Bulk active substance 

The 

 

.i. 
following  +r: are carried out oz liquid bulk b -^f ore fill.ingt 

S I. Absorbance at 2& zn)W. 'o limits are , ren for the 
spectrophotometer tests. 

2. Total nitrogen 

3., Non-protein nitrogen 

4... Fact ør VIII k,. Gtert i ' ;j1 

5 PH 

5.2 Fins.:.I lara 'l Ct 

The specific t.ao:n of the final rraduot is s s .follows: 
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• H 
Factor yr3 J. (Potency) NL] 10 1, zits : a , 1. 'when reconstituted 

with 10 ml.- ! r 20 ml di ,tilled water as 
on page 9-1 

Bpeei is Activity NLT 0.2 U/mg Protein.

Thrombin No clotting in less than 6 hours. 

Moisture NM? 

PH 6.40 - 7. 

Na 145 - 185 mto f la 

Cl 125 -: 160 mz 

NV I Ppm 

Solubility & Clarity. NMT 30 minutes _at 30-35C 

L1sxtror e 0.85 - 1::1.5 

Safety To pass test •(attached) 

p ro~cn to pass test (attached)

lo~ntity To pass test: (attached) 

a. Potency NLT 10 t 4s AHFjunl when reconstituted 
with 10 ml or 20. al distil ed voter :ae 
on page 9-la 

b., Pr acipiti m 'Lest 

Human Positive 

Bovine Negative

quine ?egat.ve 

Sterility To pass test (;att:~.c:hed) 

11, resser Substances Pc pass test ( t ,
Jf t  : ' Ii 'nose 25 au/kg) 

Tf-e_ 
c»~ iia. aotivity o'f the T: a'{:1o'' !:3iI 1.:y. not. I ss  th  .D'. 200 units : •k~->rc'2.,m .. , s .. :. e

•5  Y mss. O y ~1 are present R."

G .ycine • 0.25 N 

' tii.:E' ' >hIor'3+: 0.1.S '1 

tY;1j l ci t ' ate if r l rr

TjAYi"P(11:m SRS

D, :sila of the quality o 4 true. t t.a are gilren inluin.z pre- ration of the 
hni   rd tc t :e,. y' i. t co ,a3 it a:as a•- k ee xt •~ t  h ;`Cx rd,..•:. ,~ ~. c. i, C kTh St ca,Prx . 

YY :. 1`,,+, j?l t Y~.3: ,,., ,.:i 4~:Cy ~' ' ! '` i'C;:s._ <t 
.ai,  ̀

~~a'".>~. ~ra f [`'." 7. ta:7,t t and 

•,. t. J6tii .y«:::L?Y'  a;YiE: •id- .'ki; .Fbolo.gieaI d::.G::i."scct. 2~g;1 ~.1Gs'- 
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Protocols of the quality coTitroi fi7.dings t f: 6 different batches of Koate 
without cte v2'o` y and. of  another to batches contairIii ,o- N evextroso aro given

• 
• 

These appeared to be satisfactory ad shot co ictency of 'unanuf ieture. 

, STABfldTY 

€.1 PruPosd shelf life 

1 year at 2-8° C from date of :lat valid potency as .y. 

6.2 $tabilit  y data 

12 different iota (6 with dextrose and 6 without. dextrose) have been 0 0 
stored at 5 and. 25 C. There were some (anomalous findings but on the 

'-If,  results indicate no de.teri.ors.4ion of the product: conta .n..ng 
e when s gored at 5°C 1 year. 1easonable explanation have 

offered for sooe of t= ,nciste?noiee and the increase of J ' 
c' _vity may have been due deterioration of ao.t.e ARF on Ctorare or 

n activation rhenotineno . 1 k. should be noted that the etorage temperature 
claimed is 2& C and that the tests were carried out at 5CC;.:

7. 
r Yf 

The following clinical experience is reported 

7,1 Clinical eraluatio of Koa;te by 5 iavesti rators. ,Abiidgaard et aa.. 

7,2 Tie* in viva iongevit= of p- nt&"hraeaophiUc factor, Abildgaard  et. 1. 

7.3 Assay of plas . arnti-bnenop'hilic glob:aslrt, Pool and Robinson 

.4 Dee of high potency Factor ,111! fractions, Abildgaard4. 

7.5 SttrnraS'y of acati ulat iv.4 clinics.1. experience 

1. The oliY1ical evajwxition •Q.f ,-ate wa:i. cirri d out in 3 patients who 

were a ,m :nistered a total of i6 .infuoiar . D ring th~. valuat.Ici. the 

half-life. arid in vivo recovery o: Koate were determined, and cl.i;.~ie 1, 
efficacy and safety were de osatrated. 

: ,e a . . hours,2. Biologic :aa1f .~yo .o;. the product  12 ~ ~.~ 
corxrespon a ciose,1y to the factor VIi,£ ba f--li e reported in e. l.ite at:ure. 
The xna.taal 5C disax  aa.nce averaged 51 C. szctxs. 

3• In v vo recovery of trip infused Koate r4: eraged ' (-)7 i Y, which 
denonstratee a good recovery o the material infi'.ae . 

f 

4. A doF.- response re atiorsn.i n 3d3r~ denorctrated betwe.eSa the •amount 

of . :oate.
1:Ia 

infused and the ieZe a of "3otiv t« z0 taiaed 10 'to  5 minute 

t+3'~T11w.«073 The f3- wata iflC ool '.n. 'that Ove r..4rlt 0I KOB E 3d 1J C i3 se. 

an a c 
1n. 

vivo - i -nrrsewac -nf. . 
2 0.1 an cazurect 10 to .fi b n•m~ *x.. 

after infusion, 
..e 
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,goat-i afusicn increase of - 140: 
ioze,  __ _ Factor. VIM oi%otivltw,  `. of i`id3"IIi l .?.11fu,5':f.?ns 

15 27±1 73 
15-29 48 } :.3 61 
30-44 90 = 11 25. 
45-60 92 8 7. 

5. Koate was hemo ,taatically effective in 22/22 patients treated with 109 
infusions for .acute blee.din episodes. - 

6. Koate: was ei'i'ective in preventing bleeding during surgery and in the 
postoperative bealing poriod in 5/5 patients.

7. Home infusion. eras s ;ccessfully employed for 5/5 p-atic: ' 
as?rain,stered a t)ts.1 of 30 infa:ions at horse. The averac'e M.. 
Koate adiistrd to treat early bleeds was 12. '-' 0.9

8. O y two s: e effects were. reported d'u.r'in: the clinical evaliz3t on of 
gate B ginnirc 20 o..rube 4) after one ten; had transient 

chest di sco fort a,;;{1 cough for one hour. He subsequently had twelve more 
infusions of Koate £' without incident. Pnother patient had transie It 
dizzine zi followirts each of ci t in f usions., 1 o cases of serum hepatitis 

were reported fo losin` treatment with kioate . In addition, no reports have 
1 ri. 

been received at%. th ut ix heD t1 tis to Koate since 1zi. an ro action in the 

LI S A in reruarj 1971+ t^'<ewpver, attached is a copy of a letter fro N• Kasper 
and 1' i n } the J i?n 223 1 , i ,;?2 regarding hepatitis and, clotting f ctor 
conce c. .,, such as ~~~% p.,r ~ or~v:ct. It is one. o.a the r e:renr:,ae ur`.2ca in. the 
package insert. 

9.. No fihrinolyt .c aplit pnQducts, which are i,.roteolytic degradrtior1. prcduct : 
of fibr'inogeu and fibrin associated with anticoagulant rorerties, t. were ford 
in ,post-infusion serusl 'samples from six patients. 

10. ;Serum haptoglobin levels. measured before after infusion in four 
' :atie .ts were te iudie L ing that. at: a 3 ''3o -e of +3 units/kg

there was no hemolysis due to the presence. of anti-A and anti-B in Kcate'''. 

1'3. The biolor;ic half-Hfe, in vivo recover,, ad efficacy did not vary lr:_ : 
lot to. lot of oate 

12. All five inwesticator:s reported. sir ilar results. m s; bioloe3..c 'ha1x 1 

re.porte.d we,s 15.-'Y' ' 2.0., 
, ~ . ry  

~ 0.'4 11.2 'i 8 .5 OUr5. .i v 4 
.a recovery was 1O 5 9 - < 95. - ~R f1i✓.. - r3}, and 9C. S.a. t:rsf€to:to:ry 

h mostasi:s was achieved in all patients treated. 

+qtr 
15. All of tee elix 1o« of Koate 

s. 
tested c inically were e itall/ safe and 

effective, incluoi c' ; --il.e two lots that cuht~ii n a de.' tl oea to 1T'ce1 e?t e solubi lit -

'I n). 
1`Y. In concision, K . 4o has been demonstrate to be a. s  fe vaid effi:cacioua 
preparat,.on. for .tre ;tiav- or pr ventirr.g b  o~ ,.ili p ,ie:zits with 
+^ VIII . cfi ie _,n.yy

S. M -mcil CGF' .T T 

♦1... z Fictor 1  _ _.  os' ...,. € ''t -i '• A.SO+:"l.e to

and to b e i ica oiows. iri L: i. nib. as us e. S.6 ii X Y"v f rc t 1.ft t 
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.mult.i-centre donstions which cannot be properly controlled by irn>peetioz . 

aver+ eless each 1?r' . . 'i l donation, _i saki to be tes;;ed by r iot nu 

assay and t ?at the control of the blood donations is in accordance with 

the latest FDA regulations, copies of which are not included in the 

subrission. The information set out is superior, to that oriin`eily 

offered by Travenol but in fairness it is believed that Travenol have 

i roved their method of manufacture in accordance with the new FDA 

regulations. 

in the post the committee have recommended that the followinc •conditioons 
are accep.;edz 

1. In.forr ation is provided on; 

(a) The number of donations from which glass a is pooled for 

the ufacture of the product. 

(b) The reasons for, and rate of, reffectiotz of donors or 

donations, centre by cerntre.. 

The potency is expressed in intern -.tional unite and in ad: tios, 

further details are provided rela-cing to the method of a +; 

the standard used and its calibrntiOW and on batch repo tacibility 

3. The product i d s. 
stored at a terperature of

.. 
f or belts a. 

4. Pro.d=t labelling cor of es with tee R-67

5. The batch release procedure shall apply. 

g R .;C O  M; 'DATIO i 

Subject to quality control being considered satisfactory are to c 

the expiry date to storage at 5 C the Committee sight fee.

Lei erc_. could be acted. 

I. 

1.7.12.75 
R D Andrews 
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