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• Jfeeting 

.alb-Co.- ritteo on Toxicity, Clinical JJcdical Dr  A 1(ircxs 
Trials e_nd Thernleutic Efficacy Aseecczent 

by 

)IcI!! r+ ACS 146$ pharneccutiCul }irS Pratt 
uec zont 

/.FPLICATICN FG1 A PRODUCT LICr:ICE by

Thor .peutic Factor VIII 
Class 

,8 pnrv`R^rnrt~ nd Ric  mr„~.~ aI t

1.1 Nnmo: (f C GR VIII) 

1.2 I' rr:aceutical fora and Single dose vial containing Lyophilized ctice t0.

uctii:e conctitucnt(n): 
be reconstututed with 25 ml st:rilc ;pater for 

Injection USP prior to ziniyt_ation. The coluticn 

contains ,• 5 APS u/mi 

1.3 Licence to be hold by: 

1.~+ Period of validity: 

1.5 b'cnmlfncturer: 

Armour Pharmaceutical Ccuaoany Linite1 
Hampden Pc-rk 
atbourne 

Sussex 

5 years 

Armour Pharmaceutical Con?any 
Kankakeo 
Illinois 

1.6 tpplic:.nt'a proposed taetbcn Prescription item only 
of ca1e. 

1.7 Le  ;a1 ctz.ttts: 
• 

1.0 Cra:r;;.. =tic:: a, .•:•:... 
-_.•..__..._.-..__~. ....~._._.__.:_ ' 

" eec;aittees. ,, ~;c; 
r... : aL-Cc: ^ :.. es e: icit; =1' -clinic-:•trials. 'I/R

I'!..^1 c ~~'  i a~r.~ i?l; •
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_2  p!,\  1TNAL FVM.1 

:h^ product is n r:terile, white to .pale yello:r lyophilised preparation ox 
purified anti-haetrophilic factor (huian) in 54x1l glass containers closed with grey butyl etoppers and alr^,inium seal. Supplied with a vial of 
diluent and sterile needles for reconstitution, withdrnwal and injection. 

- C1,I:_1C;,L UUSE 

3.1 3econnended Clinicrl. Use 

Therapy of clncaicui hesophilia (haemophilia A). 

3.2 Route of a•d~inirt~ r tion 

I.ftcr reconstitution the pruiuct is administered by intravenous infusion or injection. 

3.3 ncco^mended do ace 

Each riar;le do:;e vial is lobelled with the nutioer of AHF units which it contains rm!1 the following dosoCes are su ~erted:-
3.3.1 Overt bleeder.. 

Initially 20 u .etc/g of body "ci„ht follow by 10 unit/h; ev~•r;• S hours fu . e the :ir t 21+ hours and the same dose evry 12 hours for tt~t•e or four days. 

3.3.2 Ilurcle h--emorr1: ,-as 

(a) 1`,inor hneriorrhageb in extremities or non-vi are10 ur.,.ta/kr' once a day for 2 or ?, days. 
(b) ti sivo hremcrrh es  in n- ~> r non-vi ,..1 are, 

10 unitshrr, by in_urion at 12 hour intervals for 2 diva and than once a day for 2 more days. 
(c) ' hac iorr::acan n`Ir vital orr;nrs (neck t: sort, sub-perzto:::al;: 20 unite/k- irriti•,Il;r ter, 10 uoits/1 every in hours. After 2 d ; t'n,: rio,c may be reduced by half. 

3.3.3 Juirat 1u s rr'h3,..cs 

10 unite/kr S hourly for a day, then Mice drill for 1 or 2 d,15, 1n e::  t /` - to h = ;;iVen prior to nspir••tion :ath adiio:ir:fuciene of i0 units/kg 8 hou•1y and again on the Tallo:ring der,. 
3.3.4 su" 

of 30-40 u;1itti¼ body woir t prior to : ur; 'v. After sur,•ery 23 unit.3/11- or,ry P 'hour, with 01030 lnborntory control to csir.te:ir, bloui lcv,l of ;fl' above 1Kf; o.; normal for at le:,st 
level k;11 ' ` 1 gQnc' =1 rule the cir cul•,ti t incr.,•.:.e by ~; for ovr•ry I unit inj3_tr•B r-r 1 -'!.c a of ,tK activity 
clinical. effect: . yue, °: tr—t.non4 tnuc•t he ju3`ec " J the 

2 
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IIIIll 3.4 Corr`rre—ln.,ic:.tion-3 :md w_rnin.s 

rjk of 

here arc no contra—indncetnoncotpletelYrrreli
t  

able~laborators. tettinc-, 

vi  hepatitis is rd;eat t 

is yet ovrcil••ble for 
detecting the 

presence of irogntitis 
virus. 

rectorate contains low 
levels of croup A & 

B is0ha
rs'g1utirins ana the 

possibility of i:rtravacculrr haetaolysis s::ould be considered riren lrre 

volumes are givon to patients 
of blood group3 A,

.

ly to the li cence.
All stan,1:rrd provisions shall a_:p 

5.1 tiir is prevared by 
fractionation of fresh 

human plasma Eros 
selected 

donors ̀ olo::ed by purifictition 
r-nc frecne dryin_' 

5.2 pl,ce of nnufcture 

Active con^tituents: 

Arr.our ni:,rcanoeutical Cocpany 

Y.O. Box 511 
Katiltuee 
Illinois 60901

USA 

Ietrix Clinical and 
Aia^ a tic Di?iCion 

Arwhour Ylrarm•'+ceutical Coi pa y 

Chicago 
Illinois 60616 

Stors`•c t _20° C Burin; cuara."'tine prior to labell:h--Z and at 2_SOC after 

labelling: 

Armour 
pharmaceutical Co-,pany 

p.0. Box 511 

Kankakee 
Illinois 60901

6. contr:l-

Copies of the lnbelo an a racY.n,^ 
leaflet stntinF, direction: 

for ues , 

inzlications 'nd uirnings 
is to be fount at 

page k9, voyuna 2. 

7 Cl :rte,  Al, Pt• CY 

7.1 atod of r*lnuf,cture 
pnysici iicencec? yn5 :l+u •:"'

a Soar in 1,11mc'cc 
Blood is dr.+n iron 

accehLni, donors by 

- plea^_at,heresir; tecan5cuer; Host o n 
def;nc: 

obtaiRvd usin ^. ~oarcc or il.cc a (iiu,rn, 

t,lc z^~:1:^.° tc for 
:iris e.;,~,lirs to licv:4.ca :xr.a urlL _. 

:4. Cale Ol leaera l
;3U 13t1@rru. fU~.-i~,•10R. 

clinic-. n coca: of t: .;.r^ nre not Inclu:-e1 in `,e 
aYeicul 

records det:ailin; tb: wedical irit,tory of tie donor, all p 

0)3 ti  r: i'icr. 1i:;. wit a?pro. riots r elcane statc;..~tc cre l:c'!

rvcv 1`d perio l of 12 years. 

P,
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.ne su~rlicr h.:s a,rAe_d to provide pi ma contri:.inz no 
additives oth .~ 

than citrate, Pcid citr-~te dextrose or citrate 
pihosnhate dextrose+ 

rhticoaaZ:lant solution drn•.rn from adult hunaas by plasmapheresi: :l~ve 

not been hy;Prir united to produce s-ecific antibodies 
(unless mutur.11y 

agrec3 with .'fir-:our Phcrnnceutical Cooapany), and whose physical eanin^.lion 

en the day of blood collection is found to be er.tirf ctcry. 
Donors .'ith 

a history of viral hepatitis or ex-esure to hepatitis are 
exciucied. 

7.2 Pln~:-, - po rt ice 

The p113ca is: 

1. Substantially free from red blood cells 
2. Contains no Here th:.n 50mg of haemoglobin per 100ml 

3. r:ls a total protein content of not less ton 5.5-
4. Is free of bacterial or pyrogenic cont'rination 
5. Is racked in pin3tic or plan, in volumes nureed by the 

Armour Pharmaceutical Company and the supilier. 
b. Is stored and shiprcd below -20°C 
7. Is free of hepatitis B aatiCen as tested on individual units 

by Radio-Immune away. 

7.3 Pretaration of castor VIII 

Stale 1: Froze^. plasma is removed from the coil ect}oox br.,; by thawing, 
crushed and tooled and allowed to retch 3 C. Satples are 
taken and tested for freedom from hepatitis associated antigen. 

Stage 2: The cryoprecipitate is removed from the pool and dissolved in 
buffer solution cont,inin.; glycine, sodium chloride and 
sodium heparin. 

-Stage 3: he buffered cryoprecipitate is treated !:pith sterilized non-

reactive alt i.niun hydroxide to remove non active protein sand 
centr fu:'ed. Th^ certrifu-nte is bu=_ered path sodium citrate 

and sodium heparin, filtered, sterile filtered, vialed and 

l ophilised. 

Stage 4: Final product in tested for freedom from hepatitis associated 

antigen. 

j . 
-... --•, ^L

b.1 quality control checks are made at each rt<.se in the process see section 

and a;e listed as follows:-

a) Pro"en tests 

b) Deterni~'tio:. of aluninium oxide

c) Sterility tents 

d) Test;,, for nom-;Tecifie arrlctin n"-

e) "`u^'7tir't;ye dn4r.r: irt,tion of ;irborr.c brct^_ri"l 

and mould ^nt^ n'~tio❑ 

f) Deternin.ation of bacteriostatic and funr.istatic pronert.iG, of 

r ,•° - fir ^t.:rility 

4 
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(C) ironcoi r. exa: ;inition of b~CteriQ 

(h) Detcr'irntion of 'rotc9'n birdin~ cnrnettl 

(i) I;n;'utalir.n protein rpecle6 identificAtion 

(j) iT vori onlrntin •-crerition teat - Results arc e%?:reoacd in 

ter.ic of relative potency in the henith standards by tents 

done in duplic:ate or triplicate and each result Should -+.;reo 

trithin 1Ot,: of the avers, e. 

(I.) Safety toutr, far norn- l serun nlbu:ain

(1) Biurot ar far t t-1 ^tein coutant of cz?ohrecihit^tcd 

antih c••ioniail:c ;lculin 

(n) Dctermin:.tion of clott'hle rrotein 

(n) Atonic odeorvtion rvnaLysis of alt.ninium in antihnenoDailiC 
=actor 

(o) Dater-inn+.ion of heDnrincont'e_nt 

(p) Solution ti -,o for -ntiitaeriori+illc facto: (''u:.  ^r.) lerhil d

(q) Hopntitis orrocirtcd cntihody (1uaria II-125-i.boott) 

Althouh the tests are adequately described so..e of then arc laid on 

by the USA authorities and are not the ef:me as t;to a 
cs.rricd out in the 

United Kin don. 

8.2 Zpecificnticn teats a"nlied 

8.2.1 Crude c_-o:r^cinitate si,ecificntiors 

ToLl protein - not .sore than 5n per HF unit 

I:eparin - not r..ore thin 2 units/ml u: z•econtituted p o,'.ucts 

Solution time - readily soluble tiithin 30 cinutoc in Lull 
volume 

of diluent. 

Test 

id;F Potency 

Heparin Potency 

Total Protein 

Total }'rotcix/itl' U. 
..lueinitun 
Moieture 
Identity 

Safety 
Sterilitf 
Py o,-en 
(1C it;': U/:) 

Solution Tire 
Ieoaj-glutir.in Titre 

Specification 

flini_ un of 5 i.HHF U/Rccon. MI. 
+ I;inirun of 125 '.Iir^ U/Vial 

1k.xi.-itLm of 2 L'/::ecoa. al. 
+ I:'ximuun of 62.5 U/Vinl 

Maxi:rnun of 5 /:t: i U. 
i szirun of 5 p?rn_' 
I•is. ciruia of 
Hunan - Positive 
Bovice - N?.;alive 
Porcine - Iterative 
Pa3nes 
Pmae:> 
Passes D.S.S. Stcndaads 

Maxine ! of 30 minutes 
11:xi u n of 1:512 
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13. l: JLL

It is not cuite clear .rhe is the supplier of the donated pl,c.:ra -T ~ 
would on;+ear t:+at thi : could be a nurhber of units(liccrsed -rd un-. red) 
which work to FDA standa rdo. It is nlro not clear who .her the tc: ,h far 
hepatitis surface :ntien is carried out on individual donations t the ti.nu 
of donation or during; the routine es,anaination of nat ts un, : 4eroinc 
plassapherc :is. The company have been asked for information on this
point to;-,et:.er :•rith a renuerzt for clarification of the Glace where quality 
control tents are 'carried out. It would appear that the nanufz.cture of the product is satisfactory thouh the manufacturer lies not an yet been inspected, The stability data provided at what is clamed to be 2—&°C doer; not shoo the tine spent at any of the intermedir.te temperatures and it would be better if the shelf life is limited to 2°C. 
It is rercxaaended that subject to acproval of the ou4ity control situation that a product licence be granted. 

R D .V-4rewa 
16.10.75 
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There were no :;i-nifiennt abnormalities 
noted in the laboratory 

tdicc a high :.ore -
I 

ntihn o;hilic frctor activity 

'1hrcthopl ::tic tine 
Frothrosbin tine 
Haemoglobin 
Haematocrit 
.rerun trcnr.sninnse 
Serum hapto~lobif 

Th^re were no subjective side effecte 

The highest Factor VIII level obtained wns i0rr 
iraredintc1y poet 

infusion and +,f:^ hi„ acct level 24 hours port infusion ••.,F -• I

4 patients had an inhibitor invt Fctor VIII and faile:l to 

develop n si nificant rise. 4 patients had 
a :till in hacnntocrit 

24 hours after infusion but no aifnificant 
laboratory cia,L'aces were 

noted. 

11.2 Zvsluwttion of ;L-1CS7 s J L:serson Children' ;iOsri t:<1 Stanford 

Dr Lar.erven conducted 17 trials in 13 patients with e:tab?.i hed 

Haemophilia k, ranging in age from 6-26 years 
and from 19-70kc in 

areight. AL-1067 uris administered at 20 unite/k;;. 
A aua:ber of 

laboratory; studies were made and the 
investi-ator was sntirfied 

with the safety end efficacy of the Factor 
VIII used. 

11.3 Evr1utiOfl9f ::L-1067 by C R Honi:- Bni•:crsi of Illinois 

7 patients With established haesophilin 
presenting with acute 

haemathrosis aced 3-14 years and weiE;hinC 16-64k0 received AL-.1067. 

The tre-:t t •r'e effective an ju.?^e3 clinic-ll; ^nd as der.onstrrited 

by inrrover::ent in circulating 
levels of Factor VIII. Adverse eifoets 

were riininal rind fibrinogen levels 
increased innediatoly after infusion 

(15c)-40C,a ) in 3 patients. 24 hour levels had returned to or beio•.: 

initial values. Clinical benefits were clear in 6 01 7 pnti0nts out 

in the 7th patient there was 
difficulty in controlling hemorrhace 

(epistixin). 

12. PLI. I.D P: Y :i 

The follo:rin papers are included in the subnission:- 

1.  c 717e or cilia: The use of fibrin ,on richin 
~;  ---_-- -- =:i;t :or ;!rr'.::"; 

The New ngl nd Journal of ::c6icine 1961. 

?_. Ant.;}, -o,.,.;lie F r'rII! -•c•zo~ ilia 

Journal of ;.;.cries.:: 'cic_.1 . ocic.:ion 1970. 

3. Treatncnt of :'ae-,OT,h,— is with F^.ctor VIII concentrator 

The N^ur !; : ;1-nd Jourrr;. of ;'.c.l;iciae 19 . 

Ti:c: c per. c:ou tart fr: ticr. 1 rici ir.:::ctr VIII it =?fcct .vc 

replacement titercpy of clrr.;rical haemophilia uncomplicated by factor VIII 

inhibitor states. Sur -ica1 prose ;ur es were ouccer;.^.fully pc iormod ea 

5 prti.nt . 

Tai:: is in record with the e:.tenrive literature providc.l in the rvelr)l 
hcr::ofil application. 

7 
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I 
L  F:I I::I ;,C:Z; P IC .L Fr0Ah 

The product is n rterilo, white to pale yellow lyophilised preparation 01 

puriiiud anti-haec,ophilic factor (huian) in 50nl glass containers cloed with 
rrcy butyl ntorpern eu►:. having c;n aluminium real. Suprlicd t:ith a vial of 
diluont and sterile needles for reconstitution, withdrawal and injection. 

3. CLIIaML—L 1'SE 

3.1 Recrnnended Clir,ical Use 

Therapy of cln$sical h•remophilia (hacinophilia A). 

3.2 Route of. nd^rinistr ~tion 

G,fter reconstitution the rro-luct is adninistnred by intravenous 
infusion or injection. 

3.3 Rcco•,.• .•n:1e.1 for 

Each sin'-'lc dose vial is labelled with the number of A:IF units which 
it cent:,ins and the follo''a n, do~coes are suC~e,ted:-

3.3.1 0v-rt ble-dinr^ 

Initially 20 units/kr of body veil;ht followed by i0 units/kg  
evt•ry 8 hours for the first 24 hours ani the same dose every 
12 hours for three or four days. 

3.3.2 huacle ir..norrl'r ea 

(a) Minor haenorrha es in extremities or nor.-vital arcc; 
10 unitR/kr one a day for. 2 or 3 days. 

(b) t:anaive haemorrhages in non-vital arena: 

10 units/1:g by infusion at 12 hour interv-,ls for 2 d+iys 
and then once a day for 2 more nays. 

(c) 1laenorrnses ne=ir vital organs (nec.., throat, sub-peritoneal) 

20 units/k;; initially then 10 units/k; every 10 hours. 
After 2 days the dose may be reduced by half. 

3.3.3 Joint herorrharas

10 units/I: 3 hourly for a day, ten twice daily for 1 or 2 days. 
10 _nits/': to be Z-1ven prior to nnpi:-ticn ....th r,.di`ionnl 
infusionu of 10 unitc/kg 8 hourly and again on the followinC day. 

3.3.4 Sur; era 

I)Jsa;-ca of 30-40 unity,/!t body 'rei ;ht prior to r.ur-ry. After 
surgery 20 units/k6 every 8 hours with clo a 1-.bor:.toc7 control 

to maintain blood level of .i:F above 40;; of norr^.nl for at le:,.rt 
10 -_ys c'ort-o, _c,tivel} . .. . .n. rul+ t3:r c_rcol - tia . Z 
level will inert se by 2r= for ovt•ry 1 unit of AhF activity 
inj:ctcd jar 'h.. 34eq--.y of tr:; t .: ,t curt be Julrcd by tn^ 
clinical effects. 

E 

L 
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