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PRODUKTIONSBETRIEBE: 
O STERREICHISCHES INSTITUT FUR HAEMODERIVATE GES. M. B. H. IMMUNO DIAGNOSTIKA GES. M. B. H. 

IMMUNO LTD. INDUSTRIESTRASSE 72 

Att. Mr. Nicholson 
A-1220 WIEN 

TELEFON: (0222) 2300-0 (Zentrale) 
Arctic House, 23 55 45/DW . . . 
Rye Lane, ! TELEGRAMME: IMMUNO WIEN 
Dunton Green, Nr. Sevenoaks TELEX: 132722 imuno a 
KENT TN14 5HB 134865 imuno a 
G r e a t B r i t a i n Vienna, Jan. 22, 1985 

1610/Hb 

Re: KRYOBULIN TIM 2 

Dear Mr. Nicholson, 

Attached please find the pack inserts for Kryobulin Tim 2 

which you requested yesterday. 

4. 

Sincerely yours, 

IMMUNO AG 

Enclosure GRO-C 

Dipl.Dolm. I. Diernhofer 

Licensing Department 
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:' KRYOBULIN TIMs2 Is'iichLirt) clotting Factor VIII and isin appurified,
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¢. BRINKHOUS KM- The yaemaphfllas Imernational'Syymposfum• Washington Tile•,• 
 To Idecrease_,the . otential risk•'of transmission- of.,wral infections the P 

following steps-are take.:^'? •; --r^? -4Ys•. 
i.{i, 

•••i":'°.. s1Universny of North --Csrolina:press 7Chape6Hilr 11984)~, ;j G 93. (, el , es ;P +
„', 

y . 

' - a 
r.. 3. DEUT5EN1Ei Haemorrhagisctm Dlathesen L'ehibbuch'der inneren MedliIn. hrsg R Gross 

1.' Donor and Plasma S61ectin: • 1• T. , 
}'A(I donations and j=pobls ~ of plasma used^_ in the manufactur.e of
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2. • ThermOinactivation_by Method TIME 2:
'2' 3v-1,rs~ i' (1966)' If'' t,lr;l; . ,,.: o. .':U4 .Y „ r ct,,.,t !n r-ct:_._ ' s.•:~ KRYOBULIN TIM is subjected to a model virus controlled-product `+ 

B. :EGLi H.' Transiusionstherapie.der Haemophilie A and B, Bibi. haemat,Vol! 2'4ef3 "24! t,•  - -specific +.therfnoinactivation:'r!'•I .:I? H:j^ `r('T 'J*r .CT ):.'rzt;,+ii-'_:$+•-
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' r r;+; ,-,9. :"Die 9,:_ r  :,h  l3 ;a' 

10:1F.ISCyER M. •DEUTSCH,E.?(rhereple de,UHaemophlllen` Dtsch iiie' Ill i'9 499,(•7968) 
_INDICATIONS .,; Av1"j r ±Cpl 9t t'ile'r .tTi•`:! i. R . ,2•a ~ i 
•Prophylaxis andttrftat~rrte 7t,xi 1 cases of(nhekited orracquirsed F ct Vrl 

7NlrFISCHER M ;`lRIGLER.Kr1L;EG'HNER K-i'internls(ische Protili3me her haemorrhagischen 
t '•I ir Diatheses ini;-Zueammenhang;mit• chirurgiachenj Eingnffe Wien klin.- WeOhr. 
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13 GAE(RISCae MEa ' iPFaktybi' Bbl Verjs V i~z esr ': Haemorrhages; caused entirely' by. Factor VIII deficiency=and•n,otbyother 
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• KargerVerlag, Bes`el--'-.New'York;(:19s7yxr~y'>yx+a:::.at;':.r?c r..!s;,lrnr; plasmatic-or _ttirombocytic.disorders;-cant be

14, kUfl ME' A ;• OTTE P.,' LANDBECK 'G Therapie .der Folgezustende rezldivierenaer_ • ' quantities' of KRYOBULIN ;TIM. 2: -Under :controlledsrtreatment' with
KRYOBULIN TIM 2, major: surgery (abdominal and orthopaedic surgery) eIenksblutungenAnNse,nophhe+xl:HarQDurger5ymposiumube,eiutget nnung 

Schatteeer Veilag Stuttgart NewYork S 117(7969); '' - • may ' be performed even in -patients with severe 'haemophilia and a..' 
,o ;+'[i%• + nrA,•-r-s ̂ •r n,• , ; - 115:LANDBESK~ 'G  KURME+A:'. D,e'haeioophlle•Kmegelenksarthropatryle.' MonatsschnR fur - ,  FgctorVlli`COtli;@ntratlon'of`lssithan'1%+''~ , '!'}I ,fix 1..;^~u 1, .;.. •' _ 

~Sn~st', `Kindrheilkunde 118;E29i(1970).S r.I +,f1 1l W''d6el i!v;s:It ro According .totlatesY:'r`eports;'tliei isoagglutinln's'contained9niKRYOBULIN 
16.-LANDBECK -G.:• HaufigkelN un3 SchweregieC --der He3imohilie , Eritwlckiung:•der TIM 2'may have a haemolytic effect upon the patients erythrocytes if,large 
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quantities of the preparation are required ase.g; insurglcalinterventionsor 
tri,c~sesof haemophilia lating FaetgrVlil; inhibitor. -' , 
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aaocomp'aLhied.byadirc' 
In St chi,casses; ̀administration 'of b̂lood group compatible )KRYOBULIN Gas%tutronsi nerarl n+(1966)'k 'I9

Theriiple Lehmenns:yerlag;  Tim.-LYis recorfimende'd,(i.e KRYOBULIN TIM 2 obtai0.edexclusive)yfrom H. Pettenkoferr.Geiielta' mttl_Brutbeatandteilen7  nh ,'•!1 - ~r' r7i ,r ITf•Munchen (1968)': .., 
t7- 

,._. .:v''1 LT, _r 7, !u: r •.r y' A ' or , r..., ... .0 4ri.` ?.J .utfai , ,:. ~s•!.,;.••.trrnaCt` dgrio~stl Qfithesa a blood group. , r^-~, ii - t:, ~iS' 4'3r' Lr J : 4 't ' 18:'LANDBECKG:i',eiutunggkrankheiten•mitMang91a it' irtorVlli.iv,H,amburgersyn)ppsium,. 
-~ 

1uber Blutgerii sung (1961j'Throrribos "Diathes haemorrn SuppL`25ae'vol. s; DIRECTIONS'  FOR RECONSTITUTION OF A.SOLUTION'~F 
I s Ts 60r(19621  ft_ .. , ry ' c ?s 't ;gt a.:e' '. r "d~f; s FOR INJECTION . ._ 

L'ANDBECK'G Uber'dieref'ehandlung der Haemophdie: F,ied:Welt'(1960}( •31 )ti'T=„ rt+i(rf -  r. • t -. t  _ - t r. ra,r.;,~: ; ;ee, ' a^, ap• ~F; 
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' s , v F 20 or 50 ml) Reconstituted KRY.OBUhIN TIM -2 should used as soon as 
2r3MARGOCIUS"A5T et•tel.^.:Chrcplating:•145 ( i egihants: A'study o}40 Oas!es~andia•Review '

the Lee`raturrMedicine 4 OSSIbi@)wild In47n '.Case within:3Ilours:of'recoristitutiont 4' r •` - a .. r^r:• P Y .4• of ,.145 (1961)~ "1 r qYi; • i v t~3:n~ '. a ~. 
22: NIL SON=I.M.,,BLOMBACK M THILEN A FRANCKEN IV Carriers f,HaemophIIia-A- '

stLily Arta Stand: 165. 

 - \.. _ :'P .. 
Directions for use '))ie fi  - .: "+  f{1 'S.3A . _r .<. r,i 3ft0F"jJr+p+rr'.:F. 

- '~, '~'• `~• '1 • - " 1;  • ' -TrYp •fto '[ r.• A laboratory Med 35T•j1959) -'4'i .C*-.M°' t~ n m =LL + t e'm'o miry 11 n 
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,~AM44..'FEN.tO~:t aaamop'llaa_ in Acts

r n, 7".Y r 1<'= J,: : Wan'o,the KRYO,BULIN TIM'2 and-solvent bRttles to ai,Ieast`20 but; 
d r: t!1:7"' Iprefjrrab r ;its 544_N SSON and 70NIBAOK awedterj, j, d 

Scand 170 5•(196Tk• ' ~r
'~~'  + '{`' , Kir• 

"' r' r1r' ' zt '   ' ' QAopAlle 

{Oy3Q (`rCl'.J:fP '- ..)')~ " 4,) t) .. 'N7 
'!N ',: , ~y y . ~v aT,. r71i' tih`z .:ela- ' 7'•:,e.!•.i~^r.t:' - ~t;;,I?~SVvt#e6'. 9ri: }3 

temOKe,the: s, (i i) and- IsinfectaIt rubber sto (.g:{..)  A wUh'HumanYAnnhaemophillc • 24YBLOMBACK M.. N~L$SON'I.M.. fealment of 
Globulin. Acta'med. Stand: 16.1~807 'f1958y '0o, t1 .::11C,, rh5 . Ill- . 

r; rotectiye Ca eMvof P ).•,p.. er ,.. pR  .•~ ' 
both bottleSJ' _Ufi(i (`I). •1G-.' !1 r al; ?  t .C• ;rlo d; l>d2.'i'd

25. POLLER L.:r Recent ,.Advances .in Blood Coagulation Churchill London,) 969)t 45' 3 i1Ghoosesone'offthe- two_ following procedures.`:.; :t,~.',•vr v " r•. a

26 POOL J G.; HERSHGOLD E J.. PAPPENHAGEN R. High-potency' Antihaemophlllc Factor • 
-: : 

• ,f: 1 A)'ta)i1-Flt's dispos8tile~iieedle onto'a'fsyringei of'sudable!'size tst~ nc'x 
,C enlrate,prepereApfrom,-Cryogiobuiin Precipitate .,Nptu eJLondon): 2.03,_312 

c t J - plc. • •~'' . 
b), Insert the  needle of the syrin a into the R /C bottle with solvent • gg p y r• : s, Tci, t [.. ''•S 

.,• 27.FOOLJ G SHANNON A-E. Productlon ofjHigh-p ency Concentrctesol,,Anti,laemophille and  tfi'I'sol"vent'inToirdiyrina remoJetheheedPef?om • P• y g 
° Giobulln in Cloned 06g 5ystem.'New. Eng"NJ:Med'273; 1443'(1905) '—

rl 1 e C 1  ti3±t L+YJy r r~' lei011 i9cT 9. 1 ,111 
i.'h_' ( rthe:gyJinge ?{n, (I l,35 C f l ~l''F bls (12 ;+E .0 IC sl,4 A!iX•. •• 

O' O RATTId.+ s
5
,
p RAT7NOFF'O.D Treatmento haemorrhaglcdisorders Hbeber Nbw'York11966) •. . ,- . 

•_; i'•:is Q 1 ,i;+&i of }N , 7~b•';binty tl Ci2 Si i1 (T
- .I;i•,:_1.;re)Y it=rthg+ e-plose`do ilter;needle;onto;thersyN jIge,and, jnsertthe 

needle somewhat Into the bottle c tarn n l.,H
u!.RIZZir C R •The Menegeme~OoVHaamophllia.r Practitioner 20, 783(1970) „. lg i; Ic 

30: VALDERRcAMA J A, MATfF'tLV(S1JM The HaemophdtoJPseudptumor,or Haamopnhc 

,eccentricall ,R/C 
• y f f ' `( g

- _ 'the lyophilisate. The vacuum
' " :• Subperpsteal Haemafornd Bn33 JQIn( Surg 47'B 156 (i 55)  P), 

`I7ts 
_ 

• J._Y 
- in the bottle • °draws, in the•

Vat. I!. P.{: x l K. •,_, 
31. SCHIMPF K., FISCHER B, ROTHMANN P.: Die ambulance. Deuerbehandlung der 

` • - 
Harnophiie A and der Hemophilia B. Else kontrollierte Studio. We tbaemophiI ekongre0 

• 

solvent 
• .  F i 

.~ 
-"d)" Carefully - '~di 'oive or! the i :,, toy f , 1  3i F_ r'1 xs .,fir •  -

. , Helsinki 75'-  • r,. _ • .. ,,. • • i :  "1 :1 .•I•; 

D/l: 

 >[ ), 71 .lf l'•o hillsate'~f'•, .bi!i11' entlec• ,-rr Ts ar, i , 1 t?t" ,,J1'

1 1 ;; ,ft a . . + ;, r  , y~; 1 32: LKIRMANDY KM .TAMAGNINIO.P.; EL•LIS; D!tMAYC CK W Factor VIII Concentrate 
Q

• 
agitation (ap?oxi' 2 3~mi ) z'i'u, tic 

• m HaemoPhdla. The <Lanct 88.(.)975J ~ ties' i'°` ,, - r a ,UI, _ _ 191 e)1tII1 rtJ the provided aeration ';°' - - ' - '` 5r '' 
' 3? TOPLEY E;  tat al The relation of the Isoagglutinins m pooled plasma to the haemolytic 

tFanaemia ' or ' 
 .. needle and any foam -will-i •  _1• "~"a ' wY"ST. 

- c,.a!f34 t, of burns J cim Path"16 79 (1963) - -I . . J, r 7 
'` 

MOLLisQNFe Btoo Transfusioh in Clinical Medicine Fouhh Ed1tl°n 191 7 
,7+„ - ~ r r•„, t s 1112-t .r, 7 7 

,' collapse. Remove the aeration 
 ' needle and - draw up the - "':• _ 

35. OBERMANN H A"e~ al; ~'rythrocyte Sensitization end Arerniadue to Isoantitiotlies in  ' ;  into+' Theo.-syringe,,i.j„  '7Jr,T~h L'ydptitliie8"Pooledt>lasmt. i - .'  Vol.=198- ,No~3(-323.(196'l ' . I_,JtD 

36. '--"I''TZKV ai. AmoA~Agggglutinin's InJPboled plasmaias's
v. 
 cause HaemolytictAnemla. 

,,Solution 1 t: , qgs, 1, ht. . .. 

'~- E t-tF1rOUJh (r tiie y fllter•~uneedle ;; ~-• y • ;  ;S~ 
Jf.9t of 

-J 1.! '0-ofaHematologyNo.'5(1966)1"' •n; a, r•• ,. h~ Z  4.,h ii' " ' -i:(' iC. 'I prOV,l ed r 13. {,( 1C•: It =f•. + ~ S1 V .(3f r , -i t;;C.

9T.•IDARNBOROt1GHiJ~=T lie anti=A eoa"ancf f3 aniibody oomeni,ofrpoold'ie3inaJ'.•iciin. .• B), a) Transfer of the-solvent into the-bottlecontaining the lyophilisate 
. '• - Path. 16 74 (1963)C+'1cf. `?i r)  +; - ..  ,.  i,,~:?e tt i'L'+. , 1•  .  : .. isdone with the help of the transfer needle. For this purpose first• 

38+IMARDER ;Vi' at aI: Mefor Surgeiylin ClassicHemophilia uaing;Fraction• I: Am  of'Metl. •-' .` remove the protective cap of the transfer ±needle 'arid insert;ittint6 

Jr ,:`•=r' 1 r °i 41 (1666) : 4 r, '111 , >i.r af4 1 ' s es kt+hT ,•, jr' = a rubber.; stopperEofthe~ Pottle ,containing the solvent (fig,_2) 
heneremove the tube the transfer 7 the. 

., ref'.. l - 3 „-' ra * c +p•+ 1 . ,o. ,:,-' ,  I3arilt Ir r r . iJ;+ r , ~: 
:f1t+L'nc: it3"•t : t t' +ta"liar , J +;a ;" 'x ; irrrf, •i; ~C• 3? 3~ L 

p ,; .~, +y protective of needle urn 
solvent botfwith`the Inserted transfer needle upside down a~1d . ':J'.I ~:, .:~ 1 i:•* G r•. 1 , , r

'' r' i +''Djstnliufed~b ' -' 't'r't ;.r•th1;".;_,j " '•crr.::c^ "' y j1: -•;,; insert Jhe~lalteriiito, the subtie[stppQerofLtFie)yoptlili'sate' bottle ' 
' Y, ~,;;YF t t t i l•'IMMUNO LTD';q 1 i  :0'~" tL9i a aG ,'3Fa.)! ?tiiG " 

leaven a,frea needle 1'e-n th:of,1`c outside the.66ttle. (fig .,3)4j4L tay~3- 9' t  r IJ fn. 
• 

' ,tll;P,~ iu t.,cr ,-r. ,, 1 .-i _Caiition, tlD;iiot.touch-(he:needlel Because bf the+vacum m  -1 { I•, ',)4T ..   1 
Arctic House, R e I ane Denton Green •; t ttr-"r474 

„ •i J J - .•' I'a, ,• ,' r a lyophillsate bottle the s'olven`i' will then run in 
571'%: ] r1[, r 7+tt'• f 1,y . --e,. , ._ - 1 r" 

Nr. ahoaks, )Cent TN, 4 SHBla;,`; , ' 

- 
b) Remove the solvent bottle wjth.the transfer needle , lfrom the "Say' a ,t t' ti:'yF.ySf 

Tel. SevenoaKs(0732) 4581dxb
J 

bottle ofng. !G~~ GeftlyGlagltate"I ~a'er l ln 1, orderty _ 
:, iid Et~r s i tat4 . Manufactured by " 

a 141 r+ ileto accelera a soluti
hiIIsate 

"t '•av  "414.1 i•: . 

II I 't . -Jt 11 OSTERREICHISCHS;INSTIT,.UTff;;j r +• ; f r -• .' 
iHAEI(AODEiiiV T GES.M 8.1! 

Js  , j c ni I11r t .r .,v a f: 'r:, ,. 1.. , 

1 International Umt is the quantity of Factor VIIIFact 71ly netl in  ia ' mg o the 2nd '  Jr
FOR F4.. 1 -+ ; I - ~;(,~> ` 1 s

PtoductioniDivisihneof, ;;% , rr :a.'•el h, 10-I ) , ." tit b t4 

International Standard for Blood Coagulation Factor VIII Human, and is" approximately Viii 
S . equivalent tn- the,Factor.Vill activity in l,rnl, ot,average~normal, plasma i „ 4, sh , try , r' •• 

IL'under 
IMMUNO-AG Vienna Austria 7a'62092211J124.L1331 d 

a1^Sudable__hums fdonorsiasidescrubed in the Bntish Pt,armadopoela,19B0,. Vol 
a'+,Albumm.,, J{  l'.0 a I r' r, q _sr +, .g1 .r? , ..+ a : -j ,.,  ̂ "lr+
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•insert .the .provided aeration needle iand .any ; foain will:collapse• Major surgery .:on':haemophilic patients„
(fig 5) Remove the aeration needle ~..~ • For initial treatment the administration of at least 25 to 50 i u of-Factor VIII 

d) Fit the enclosed filter • needle: onto the disposable Sy@Inge and per kg of bodyweightts.recommended The maintenance dose should be 20 
draw up the solution ,into the syringe (fig 6) a   

_s 
. . to,40,i,u. per ,kg rof,bodyweight,Starting4at4 hourly, intervals.from the ,first -'• 

= to the :fourth , day and at.8-hourlyinteivalss from the fifth to the eighth day
later, at 12, hourly intervals;until'all'•wounds are healed ' ' yr „ 

JThe effect of treatmenf must be checked 'daily.'Factor VIII activity should
r ' tr -'not fall below •50.%'of•the normal. average value of 100%. It is important

•that treatment should, be continued fora sufficient length ,of• tine ,, since, 
"- ' i re• =J +' _'? '* the risk of a haemorrhage persists until all wounds are completely healed:

}r : tr , a:. i 1  Besides-the repeated ,control ,of FactorV.III; tests for•• occasionally developing 
^{ •..,,,+_ : 3 ; ir. ` ri :r  t; • : c4 a ^r: t r r f:#..  u - Factor VIII inhibitors should'also' be.carried'out on the patient's plasma. 

tw1 a p. .)[` - iF. {: . Cr r t'- 1 .,. ,r r f• . ~r .  !PJ.; .: L- ,.:7 '" 
D@ntal.extractions~c _  ,« • 

i 
' , • 

„~r7`,_ 't•'. ar a °•„~" I ,, t ; 1r r The amount of Factor VIII to be .given depends :on-the.number,.end type of , • 
r , • fl n.• , teeth tobeextracted and on theseventy,ofrthe haemophilia;

i`I v • rya r F~ ,rt. 1. i sr t Sc c ,,. t r'+ '  Extraction of one or two teeth 
' .• ''Ct~ 1 I.• '[ Jn•• r  t  f

:.i;.I'a: ; ;s>: ,r1 •,F i % ` .% If one or two teeth are to =be extracted from ;a patient sufferingfrorn severe 

; lr.« :~~E } k`c haemophilia ,•10 to 20-i; u~of Factor Vlll,' er kg,;of,,bodyweight should be 
r rL _, administered•inlUallyrTreatment is continuecbat(i hourly intervals.from the 

o~, « r # a  r  r first tq,the.third day ;and at 8-hourly intervals from the fourth to the eighth
day, after the extractions. i t { .:' .•-:' 

fig. t . fig 2 4. ryy 3 .^, ?k"tfig 4 7.: r t fig 5' .., fig 6 :•k°n, t  si>, .4 4 d ro. .Y 2C•tit r .n ,  . 19 1 «r r.t q1 ,~, P•I ,Pt' } . 
!a.2... q r. a a ; : • i, r 't, fi r I .. , ,"r ~+ Extraction of more than two teeth from patients suffering from severe 

4 •Separate . the, syringe from the filter 'needle and ifit the enclosed 'haemophilla,,,,., •:. t: • . r .r"•:r• ~; 1h . ou;,.;i , r, 
disposable needle,(or winged adapter needle). Slowly inject the solution In such cases, a minimum dose of 20 to 30i u:of=Factor VIII per kg: of
Intravenously at a maximum rate of 5 ml/min _ bodyweight' should rbe' given ,,'Maintenanceatherapyrithould consist of• 

r~ , + , ^^ n r :   +~ doses:of 10.to:20.+:u .of1 Factor VIII, per,kg of-bodyweight given at16-hourly :•Do riot exceed the mAitiinum'injectlon'rate ors ml/loin :; `.ii , intervals.from •; the firstto the: third day and. at, 8-hourly intervals for. twelve 
The solution must be injected through a filter if -a different melhod of more :days lt'is'important that 'the 'plasma conceritratlon+of•:Factor VIII 
reconstitution is used. y ° ye ;, , ,_#; a , r should'not-drop below 10./0: •F 

- r, '+' n _ y  is ~'. i#,,tn is?r1  ~,'e Vt; A t. +I, '' F tq +f ' `i1{tn i'i;

ADMINISTRATION #;fi'i +fi'f ; ti'.'.4 ,' h r is  i +'  r 'Prophylaxis . ,e 1n - 51 si r 3• , 
rf ,. 1. i. .Ii• ,itF K iQ :r.c f'r: r'J1• ' .:.rt 1 > .~ $ • 

r  , , . ,t ~.. 't - , r 
Prophylactic treatment should be considered for patients who bleed :. a)i:AB emir► injection ,;'li t t7R:r'. V .. . n-. l.,c, , , .orr.., 'r 4C 

;, ,` . . + p 

~'^After re'constitiltionrof. KRYOBUL=IN 1TIM'•2t proceed as  ;In; ' • 
frequently ,Do n altef,appsoxfrinately be0 i 

required 
firedFac i VIII pernkabodyweight 

- P administered on alternate days=may be regwred i
Directrons'for UseAtem 4 .., t;" 7 !:a '' rf r r ; 

Y Is ti 1 ,3'e[ •ir^ tI H) y°~ lLi•a: ,^.t ' ° fi ;.  , i  G S., • on rra . ei,;., h., h N~_ 3 n, q ;I

b) :Asa transfusion r• x DIRECTIONS TO BE OBSERVED .FOR ':REPLACEMENT THERAPY 
, .>>, . u, , 'SC~r yC - ifr .. 's'-r,-.r ri• tit >i' N,i  . 1R,) n+.i t,r ,fir " r y, - 4 ,,: ~ J r: n , •. . ',, u a•a

Atei reconstitution insert the filter-flttedl transfusion set; provided and As a rule replacement;therapy~with EactordVlll preparations is not indicatt3d 
~~ • transfuse;the solution over a period of about 20 minutes: ,7r;r;t in cases of macrohaematuria and is also generally ineffective: Preference 
e)r Home treatment ' u r r 1 t > should be given to.,the,,administration,of•_Prednisone

+r+-•_ j+r t rr• o 1 If In  caseof•haemaitthrosis unciureof.the oint4-s necessary it should bQ'reconsfiliited'KRYQBULIN'tTIM 2 is drawn,up through the4ilter ' p- I rybe carried out immediately before the first administration of KRYOBULW 
it needle-igto theay~ill an, Immediately ;lifter removal of filter : .  

needle and insertion of the•  winged; adapter"needle With tube,"the TIM 2,'Otherwise it might not be possible_ to achlevethe regwreddischarge 
soliltioYi 'is administeied,tiy'slow_ intievenous Injection  rate of the articular cavity due ,to_clot formation c t>~7 : 
5. mI/min,) by the patient himself or by an assistant as directed by the Dental, extractions .injuries of the oral cavity and severe continuous nose 
physiclih.r. tr; »C,>t ':•_ ,,7_;; !.b, s, ~s,_,;: -t •;_t, J•" bleeding: should not be treated with ;KRYOBULIN;TIM;2alone but also 

O.;•;  !j; "~~ arrested locally as far as possible In addition 'administration of anti 
DOSAGE ,AND INDICATIONS",,  i ii.q,9 10 11 13 1 ,isc,i~19 zt 25282930  ~ i" fibrinolytic'preparations:;(eg epsilon ; aminocaprolc acid)'is recorimendecf

The'ainbunti oft•.KRYOBULINr, TIM _2sxegwredt:may, vary .• considerably 
inahe localisation,of such haemorrhagets 

accordina.tod:the responsefof:tfieiindividual$As.a;simple.rule;•totactiieve an To avoid a decrease of the haematocrit Value, administration of-blood group.' 
increase Io'the Factor, V.Ilhconcentration1of,one percent -,it:is necessary to compatible=7KRYOBULIN TIM 2 i recommended4tn. cases where large' 
administer•.one 1.u.;. of Factor:VIII per k of bod wel ht. doses of Factor VII l are necessary 

p g 
y 

g 
 If haembsfasis has notbeen'reacl ed despite administration ofKRYOBULIN Initial treattnept requires t,doses ,,at `shorter,-intervalsthan maintenance 

thrapy; tie6@use`of exec"ssive Factor VIII co" isumptiron' andgreplenishment . . TIM 2 and the achievement of,asufflciently high.Ievel of.FactortVIlI in~the 
of the extrayascular  compartment . The effectiveness of treatment should patient it is'recornmended th'atthethrorntiocytes:f uric tion ofthepafientbe 
lieonfrolledby_a Factor -VIII "a`ssayas partial-thror'tibopiastin time results in controlled by,.administenng blood group,aompabble KI YOBULINiTIM;2: 
a: less 'accuratevalue when large quantitiesofKRYOBULIN TIM 2 are being along >with concentrated thrombocytes,
used If large quantities are used volume overloading may ariseand partial ,.: , r v n ' RECAl " ' N$:: ^+ r 
'removal of.theipatient1s plasma by plesmtipheresisshould be considered : •P JiT10NS h 4$i fl : ~r̂  > 4'- ,, ,~ , G tic ..a 

i  r )r + y1 r , ; , +;~ Though`'the•'dangersof.volume'"overloading''isasmall'lwith'the use of 
Blgeding from skin;  npse apd_oralmuoous,membrane [ vh KRYOBULIN TIM, 2; in cases' of major surgery control 'of the patient's,

:The iriitial,aose should be 10 i:u. of Faotor VI II, per kg bi dyinreigfit followed ,', " central venous pressure ̀ blood pressure and: chest X rfays should be 

-y"a,meintenance7 d'oserof5"to,10 i u~ of Factor VIII'pei kg+of bodyweight ;,'_ carried. out yrepeatedly. as re`gwred If symptoms of volumetoyerloading 

at °6 to 12-hourly+intervals .> 71..,.y , ,rt :- . • become`appa~ent,aherapeutic pasta pheresis is recommended- Inpatients 
F,a,,;rtit r'f' , _ _ suffering from disseminated intravascu#ar.coagulation with asignificantly

^ ,tr,' ;,i Gwi rfi ;]1r«i ri,• t. • ,  IowsFactorVlli level This must `be`,interrupted bythe adminjstration'ofsemarthrosis 
t t HEPARIN before treatment with'.KRYOBULIN TIM "2'is' started . 

ApprgximatelylOiu.ofFactorVlllperkgofbodyweightshouldbegivenas ";' yna .  r t' 
1. a't 

«i1,:ct. 

an initialdose. Tile maintenance dose should be 5 to 10ru,of Factor VIII per "SIDE EFFECTS
kg of bodywelghtat 61tb t2< hourly mteliials Combmed with rmmobilisation Side effects='aret rar6lyrbbservedl'during" treatment wdhf:KRYOSULIN;;
of the affected Ioint for several days ithe treatmentishould be sufficient to TIM 2 though the following reactions may?occur 
restore function 1, : - , t  ;r n• 1:''Ail forms of'alier is reactions fromtmlld and temporary urticarial rashes 

4 *i?a~ x ~ + , ; e?r,i• t'. `s. to severe,anaph"ylactic shook are possible when human plasma derivatives.'Bruising• >' - .._°..: . ,- ti  r :f;F y are administered; If, these 'occur treatment with KRYOBULIN TIM :2 
In most cases a single dose of 10 16 8of'Facfor VIII per kg of bodyweight̀ is must be`.interrupt'edrat, once :, Ailergic9reactions'sh'oyld be
sufficient.: With widespread bruising9 repeated administration at -6 to 12 .with antihistamines and routine shock -treatment given for
hourly intervals ofr5,to.10 i:u. .of'Factor VIII ' per, kg.,tiody'weight may be.: shock :Careful and frequent recording:of•pulse,rateandbloodpressure 

:required 't :x  f;rc^  + ~t  9L;>, .-s is essential If the pulse rate increases and/orthe4bloodpressurefaIIs a 
ii : a. '< u: ,,.T r„ ', : -"+ ,! -..rr r,: r. ,.: :r: s:  T i^ transfusion of 5% Dextrose should be started: .! a, 

Heavy bleeding Into muscles r , c , +a r i;, t r• i 2: ;During°everytype of therapy 'involving 'blood oiFactorVIII'concefitrates;' 
Teatment should betarted as soon as1posstble since such bleeding may the appearance of a, circulating :F.actorVIII antibody ,is' possible .The .time .,
lead to permanent deformityand loss'of function' Initial immobilisation of at which such an antibody, is produced cannot be predicted and neither:: •- 
ttie'affected,aria is important The initial' dose ranges from 15 to 20 i.u.' dependsontheamountofFactor.Vllladministerednoronthefrequency 

f.'Factor VII1 ger:,kg{of bodywel`ghf followed by 10 i ru„-of'Factor VIII) ;`;''- of administration. According to present expepenpe; the application. of 
er kg of,bodyweight;at 6 hourly intervals from theefirst to the second day'.:` corticosteroids.or immunosuppressive substancue`s has hardly influenced 

and•at 12 hourly intervals from'the'third to ttie fifth day ` •the formation of antibodies. 

r t 5it«n; c 4 
r 

r 
r t , 3. .-Despite the measures takeri;t0 reduce the risk rthe'transmission of viral

Haeri~aturia "> i hepatitis or other viral infection cannot be'ru d out 
) Cl H , ,a.#fi •iii a :1t. i I y .,y1 ; 1'•i,'t •' .! 4 ..i il, '1f d ", ' - - ---- -- - V • ' P , itr, ,. $ , v) ,.r.£2,, i.':il9 ~'

Anlinitial dose of 15 to 20 i u. of Factor,VIIIjper,kg of bodyweight.wilI
sufficient':. For mairitenance, 10 i.u. of :'Factor VIII per kg: of bodyweight , SHELF LIFE AND STORAGE _ cl b ti! 3t-i
ishould,bergiven at 1,  :hourly +intervals 11 y mt t n - ,; `; 2 Years when stored•betwgen 2° and 6°C or 6 months wheri,stored at room 

4. 01f ... j ,5 1 - t i c t = .i +3 ~u .. r,r , 3 .:., ~~. w. temperature (up to +30°C)  : d< ~r2 :9 J =.if isq r'
1 International Unit~ the quantity of Facloi VIII activity coritsined in 12745'rrig~ot. Even without cooling facilities; KRYOBULINITIM2_ can •there~sfp rephetaken 1-the 2nd. lnternational:-.Standard. for: Blood; Goagulationk Factor. VllbHuman,-. and'is g , F,' 
approximately equivalent. to the. Factor Vill activity in •1' ml of average normal-plasma. on extended journeys.  "$',.~'r:\ ii','t=•: `':,:.,., +. s,., a.~ : ,-..- ''-
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