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AKTIENCESELLSCHAFT FUR CHEMISCH-MEDIZINISCHE PRODUKTE

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

IMMUNO LTD. : INDUSTRIESTRASSE 72
) A-1220 WIEN

Att. Mr. Nicholson :

TELEFON: (0222) 2300-0 (Zentrale)
Arctic House 2355 45/DW . ..
Rye Lane : TELEGRAMME: IMMUNO WIEN
Dunton Green, Nr. Sevenoaks TELEX: 132722 imuno a
KENT TN14 S5HB 134865 imuno a

Great Britain Vienna, March 15, 1985
: 1661/Hb

Re: KRYOBULIN, heat-treated

Dear Mr. Nicholson,

Attached please find the final drafts of the packaging elements
of KRYOBULIN. ’
We kindly ask you to look them through and inform us as quickly

as possible whether you approve of them.

The draftslfor the inner label, the boxes, and the outer carton
have already been passed on for printing, the pack insert will

'Yx be passed on immediately upon receipt of your approval.

Sincerely yours,

IMMUNO AG
Encl e
nclosur GRO-C
Dipl.Dolm. I. Diernhofer
Licensing Department
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RIC bottle conlalnlng lyophlllsed KRYOBULlN The Factor Vlll acuvny is.
* stated on the label of each bottle. - R

,“l R/C bottle containing Water for lmectlons. B.P. (10 mi, 20 mi or 50 ml)

according to Factor VIl activity. .

- -equipment

REFERENCES

1 BIGGSR MACFAHLANER.Q Treatmento em

il Scientifi Oxford (1966) N

2. BIGGS R. RUSH B M MACFARLANE R G, MATTHEWS J.oM, JOHNSTONE F. C.,

HAYTON-WILLIAMS D. S.: Further Expenenee in Use of Human Antihaemophilic

Globulin (HAH. G) for Control of after Dental Extmcton in Haemepnxllc
Patients. Lancet 1, 969 (1965) N

3 BOWlEJ W DIDISHEIM P, THOMPSON J.J, OWENC. A TheSpeﬂrum olvonW‘llebrands

sease. I

Cugulahon Dwordon J.

KRYOBULIN is rich in clotting Factor Vill andisina puirified, concentrated
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Heemorrhages. caused entirely by Factor Vill deficiency and not by other’
plasmahc or thrombocytic disorders, can be arrested with adequate
ks quantmes of KRYOBULIN. Under controlled treatment with KRYOBULIN,

#/major surgery (abdominal and orthopaedic surgery) may be performed
-5 even in patients with severe haemoph aanda Factor Vill concentration of
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and draw up the solventinto the synnge, remove the needle from:
the syringe. .:.: " i
’c) Fit the enclosed fi Iter needle onto the syringe and msert the
‘needle somewhat eccentrically into the 'R/C bottle contammg
‘the lyophilisate. The vacuum
in the bottle draws in the
solvent. "

. d) Careﬂxllydmolvemelyophnlmte
2. by gentle agntatlon (approx ;
2 — 3 min)). S
e) Insert the prov:ded aerahon B
needle and any foam will
collapse. Remove the aeration
- needie and draw up the
> solution into the syringe
through ‘the lllter needle.
7 provided. ’ P

) Transfer of the solvent into the bottle contammg the lyophuhsate

- . isdone with the help of the transfer needle. For this purpose first
remove the protective cap of the transfer needle and insertitinto
‘the rubber stopper of the bottle containing the solvent (fig. 2).
-Then remove the protective tube of the transfer needle. Turn the
solvent bottle with the inserted transfer needle upside down and
insert the latter into the rubber stopper of the iyophilisate bottle
leaving a free needle length of 1 ¢cm outside the bottle (tig. 3)..:.
-Caution: do not touch the needie! Because of the vacuum in the
.lyophilisate bottle the solvent will then run in.
) Remove the solvent bottle with the transfer needle from the

Jyophilisate bottle (fig. 4). Gently agitate the latter._in order to.
54 accelerate solutlon R 2
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Tel Sevenoaks (0732) 458101

O$TERREICHISCHES INSTITUT IR (e . 7#5%4 international Unit is the qual og? of Factor Vill activity contained in 12.745 mg of

FUR HAEMODERIVATE GES.M.B.H. : 1 tnternational Standard for Coagulation Factor VIl Human, and is appro
. ¥ > equivalent to the Factor VIl activity in 1 mi of average normal plasme. ¢

Suitable human donors as descrlbed in the
Albumm o
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. c) lnsert the provrded aeratron needle and any toam wrll collapse
*'(fig. 5). Remove the aeration needle. . - .. %, L

d) Fit the enclosed filter needle onto the dlsposable syringe .
- draw up the solutron into the synnge (fig. 6) :

fig. 2

4 Separate the synnge from the filter needle and fit the enclosed

. “i-disposable needle (or winged adapter needle). Slowlyln;ect the solutlon ’
- intravenously at a maximum rate of 5 mi/min. - .

Do not exceed the maximum injection rate of 5 mllmrn. :

The solution must be Injected through a filter |t a dltterent method of

. reconstrtntron is used

’ ADMINISTRATION
. a) Aa an injection

“After reconstitution of KRYOBULIN proceed as descnbed in Dlrectlons
Use, |tem4 B - Lo

b) Aa a translusron )
~ After reconstitution msert the fllter-htted transfusron set provrded and
ansfuse the solutron over a period of about 20 minutes.

<) Home treatment ; )
. Thereconstituted KFlYOBULlN isdrawn up through thefilter needle int
", the syringe and immediately after removal of the filter needie and.
.. insertion of the winged adapter needle with tube, the solution is -
' #> administered by slow intravenous injection (maximum rate S mi/min.) by
“ithe patrent mselt, or by an assistant as directed by - th
-, physicia e

‘ DOSAGE AND INDICATIONS"‘"

The amount of KRYOBULIN requrred may vary consrderably accordmg t
the response of the individual. As a simple rule, to achieve an increase in .
the Factor VIil concentration of one percent, itis necessary to admmlster
one i.u.* of Factor Vil per kg of bodyweight. - Y

Initial treatment requires doses at shorter rntervals than mamtenance
therapy, because of excessive Factor Vil consumption and replenishment
of the extravascular compartment. The effectiveness of treatment should be -
controlied by a Factor Vill assay as partial threcmboplastin time resultsina. -
less accurate value when large quantities of KRYOBULIN are being used. if
large quantities are used, volume overloading may ‘arise and partial
removal ot the patlent s plasma by lasmapherests should be consrdered

o 131517192425 78293

ng from skrn, nose and oral mucous membrane i

T itial dose should be 10 i.u. of Factor VIl per kg bodywerght followed

. by amaintenance dose of 5 to 10 i.u. of Factor VIil per kg of bodywelghta
6 to 12 hourly mtervals

’Haemarthrosls

Approximately 10i.u. ot Factor Vlll per kg of bodywerght should be glven as
-aninitial dose. The maintenance dose should be 5 to 10i.u. of Factor VIl per i
? of bodyweight at 6 to 12-hourly intervais. Combined withimmobilisation :
the affected joint for several days the treatment should be suffrclent to
restore functlon .. ” : .

Brulslng K

In most cases, a srngle dose ot 10i.u. ot Factor Vil per kg of bodywexght i

sufficient. With widespread bruising, repeated administration at 6 to

12-hourly intervals of 5 to 10 i.0. ol Factor Vil per kg bodywelght may be
' requlred N ..

Heavy bleedmg into muscles - ¥ ;
Treatment'should be started as soon as posslble since such bleedlng may gt
leadto permanent deformity and loss of function. Initial immobilisation of
the affected area is imporiant. The initial dose ranges from 15 to 20 i.u. of,
Factor Vill per kg of bodyweight followed by 10 i.u. of Factor Vill per kg of
bodyweight at 6-hourly intervals from the first to the second day and at
12 hourly mtervals from the thlrd to the fifth day.

An initial dose of 15 to 20 i.u. ot Factor Vlll‘per kg of bodywelght wrll be
sufficient For maintenance, 10 i.u. of Factor VIII per kg of bodywerght :

- 1 lntematronal Umt is tho quantnty ot Fector it actmry contamed in 12 745 mg of the 2nd
dard for Blood C Factor Vill Human, and rsepproxlmately equrva!
‘to the Factor Vlll actrvrty in 1 rnl of averege normal p asma.

':/W ' ) R i

B Ma]or surgery on haernophlllc patlenb

1 haemophilia

" administered on alternate days may be required.

. Asarulereplacementtherapy with Factor Vlil preparations is not indicated
{: in cases of macrohaematuria and is also generally rneftectrve Preference
. should be given to the administration of Prednisone. . . :

. Otherwise it might not be possible to achieve the requnred dlscharge of the

‘" repeatedly as required. If symptoms of volume overioading become

,2. During every type of therapy involving blood or Factoerllconcentrates,\" ;
s -theappearanceofacrrculatmg Factor Vill antibody is possible. The time .-

>

. For initial treatment, the administration of at least 25to 501 u. ot Factor Vlll B
¢ per kg of bodyweight is recommended. The maintenance dose should be -

95 20t 40i.u. per kg of bodyweightstarting at4-hourly intervalg from the first.

to the fourth day and at 8-hourly intervals from the fith to the elghth day and
- later, at 12-hourly intervals until all wounds are.healed. P :
" The effect of treatment must be checked daily. Factor Vill activity should not -
- fall below 50% of the normal average value of 100%. #t is important that -
treatment should be continued for a sufficient length of time, sincethe risk .
of a haemorrhage persists until all wounds are completely healed. Besides -

the repeated control of Factor VI, tests for occasionally develomng,

Factor Vlll mhlbrtors should also be carned out on the patient’s plasma. .

The amount of Factor Vit to be given dwends on the number and type of
teeth to be ‘extracted and on the seventy ot the haemophrlra B

Extraction of one or two teeth . : T
if one or two teeth are to be extracted from a patrent sultenng lrom se'vere -
haemophilia, 10 to 20 i.u. of Factor Vilt per kg of bodyweight should be- -

administered initially. Treatment is continued at 6-hourly intervaisfrom the: - -
first to the third day, and at 8- hourly mtervals trom the tourth to the erghth
day after the extractrons B

Extraction ot more than two teeth trom patients suﬂering trom sevefe .

In such cases, a mlmmum dose ot 20 to 30 iu. ot Factor VIII per kg ot
bodyweight should be given. Maintenance therapy should consistof doses

of 10to 20i.u. of Factor VIll per kg of bodyweight given at6-hourly intervals
fromthefirstto the third day and at 8-hourly intervals for twelve more days. It
is important that the plasma concentrahon ot Factor Vlll should not drop .
. below 10%. - ) . L - . .
Prophylaxis

Prophylactic treatment should be consndered for patlents who bleed
frequently. Dosage of approximately 20i.u. otFactorVIll perkg bodywerght o

" DIRECTIONS TO BE OBSERVED FOR REPLACEMENT THERAPY 2

* Itin the case of haemarthrosis, puncture of the joint is necessary, it should .
. be carried out immediately before the first administration of KRYOBULIN.

articular cavity due to clot formation. : .
" Dental extractions, injuries of the oral cavrty and severe conhnuous nose
bleeding should not be treated with KRYOBULIN alone but also arrested .
" locally as far as possible. In addition, administration of antifibrinolytic - -
. preparations (e.g. epsilon-aminocaproic acid) rs recommended rn the:
localisation of such haemorrhages. : ;

- Toavoid adecrease of the haematocrit value admrmstrahon of blood group )
" compatible KRYOBULIN is recommended in cases where large doses of :
. Factor Vil are necessary. 20

" Ithaemostasis has notbeen reached desplte admmrstratron of KRYOBULIN o

- andthe achievement of a sufficiently high level of Factor Vill in the patient, it

is recommended that the thrombocytes’ function of the patient be
- controlled by administering blood group oompahble KRYOBULIN alon
wrth concentrated thrombocytes :

PRECAUTIONS

“ Though the danger of volume overloadmg is small with the use of . 2_.
KRYOBULIN, in cases of major surgery, control of the patient's central ' .-
- venous pressure, blood pressure and chest-X-rays should be carried out .

apparent, therapeutic plasmapheresis is recommended. In patients
suffering from disseminated intravascular coagulation with a significantly
low Factor VIl level, this must be interrupted by the admmlstratlon of
HEPARIN belore treatment wnth KRYOBULJN is started

SIDE EFFECTS . - ’ ’

Side effects are rarely observed d urrng treatment wrth KRYO BULIN though

- the following reactions may occur: B

-1. Altforms of allergic reactions from mild and temporary urtrcarral rashes
:to severe anaphylactic shock are possible when human plasma

*: derivatives are administered. If these occur, treatment with KRYOBULIN
.~ mustbeinterrupted atonce. Allergic reactions should be controlled with

- antihistamines and routine shock-treatment given for anaphylactic = .
shock. Careful and frequentrecording of pulse rate and blood pressure -

is essential. If the puise rate increases and/or the blood pressurefallsa .

transfusion of 5% Dextrose should be started.

_atwhich such an antibody is produced cannot be predicted and neither- "’
. - depends on the amount of Factor Vil administered nor on thefrequency - =
* of administration. According to present experience, the application of -
_corticosteroids orimmunosuppressive substanoeshas hardlymtluenced Lo
"« the formation of antibodies. e b

3 Despite the measures taken to reduce the nsk the transmrssron ‘of viral
hepatms or other viral lntectrons cannot be ruled out

N
SHELF LIFE AND STORAGE
" ‘2years when stored between 2° and 6°C or 6 months when stored atroom
. temperature (up to +30°C). = .
. Even without cooling facrlltles.
extended 3ourneys

KRYOBULIN can therefore be , taken
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Aq painpejnuey
Aq pajnquis|

The p'l"eparatlon is of human orlgm and cannot be ssumed.to
be free.of hepatitis vnrus
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For reconstitution,. closely follow the directions outlined in the
. enclosed circular. The: KRYOBULIN a

After reconstitution draw up the solutuon through the enclosedL
filter needle into the syringe. Replace the filter needle with an
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The preparation is of human originand
‘cannot be assumed to be freeof -

Alter reconstitution d‘rﬁw up‘lho
solution through the enclosed filter

wneedle into the syringe. Replace tha -
filter needle with an injection needie

To be reconstituted with 10 m! of : and administar the solution -

ater for injections B.P. A immediatety or at most within 3 b
recorstitution- ., .
slow intravenous Injec

& A‘

For reconsutution, closely
directions outlined in tne enclosed * -
circutar. The KRYOBULIN and Water
for Injections must be warmed to
0 C. .. 2

Product Licencs
PA 212/3/1
1 Uc. No.

futactured by OSTERREICHISCHES
TITUT FUR HAEMODERIVATE GES.ML

Sy

d icence No.
Eire PA 212/1/1
Imp. Lic. No. 338

2

ry B
Dried Factor VI
Fraction B.P.
h
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i R
ution, d ed in the enclosed
zcircular.. The KRY( and for Injections must be warmed to,
S°C, - s T e SR R
- - T 3 L5 3 S
‘After reconstitution draw up the solution th?qugh',the er
needle into the syringe. Replace the filter needle with'an i jection needie”
and administer the tion imm ely or at'most within 3 hours of.
reconstitution & : y LG
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. The reconstituted preparation contains's
i+ 25 — 50 g of pr‘oteirn per litre. :

uoyd

¢

t more than 200 millimoles /litre
o 103 millimoles /litre
not mor th)a.n 55 millimoles /litre

. . ! ; 2
Contains no preservative

. AQ painjoejnue|
Aq painquysy

185p (2£20) SHEOUBASS |

“The preparation is of human.origin cannot be asﬁs'gmed'
be free of hepatitis virus. " & "% ‘ e e
_ ml of Water for Injections B.P Store between 2° and 6°
For reconstitution, closely follow the directions outlined in the
nclosed circular. The KRYOBULIN :and :Water for Injections
must be warmed to 20° —"30°C, ™" " - T v R T
After reconstitution draw up the solution through the enclosed
filter needle into the syringe. Replace the filter needle with an
injection needle and administer the solution immediately or at
most within 3 hours of reconstitution 5 :
-by slow.intravenous injection (5 ml/min.).’

Do not use the preparation if a gel forms on reconstitution.’; :

5 ANLILSNI STHISIHOIFHHIALSQ
= GHG PI N1 JUd) ‘SHEOUBAIS *J|
U33J5) UOjUN ‘3ue) 3AY ‘9SNOK NV
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The pfébaratién is of human origin
; and cannot be assumed to be free
hepatitis vi 3 3

P
through the enclosed filter needle into the,
syringe. Replace the filter needle with an
inj needle and ini the ‘G0
solution immediately or at most within
3 hours of reconstitution .
by slow intravenous injection {5 mi /mi

-
SR
T s A k
Factor VIl activity contained in 12745 mg
2nd Intemational S'andard.x: T

actured by OESTERREICHISC
INSTITUT FUER HAEMODERIVATE GES.
SR
1

. After reconstitution draw up the sot
through the enclosed lilter needle i

" injection needle and admimister the
solution immediately or at m ithi

by slow intravenous

" Do not use the preparat:

. “Manutact.ired ty OESTERREICHISCHES
 INSTITUT FUER HAEMODEWIVATE GES.

Kryohulin®

Driad Factor VI

Fraction B.P.
_heet-treated

™~ Produttion Diwsion ol
IMMUNO AG Vrenra A&

e

P 103 mittimoles Aitre.,
-ate> not more than 55 milimoles /litre
$tnmlzsev: Giycine _ . 267 mulimotes

3ins No preservat
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The preparation’is of human

free of hepatitis viru e i

To be reconstituted of Waler for Injec :

For reconstitution, closely follow the directions outlined in the

must be warmad to 20°, — 30°C..

After reconstitution draw up the solution through the enclosed ::
_ filter needle into the syringe. Replace the filter needle with an
_ injection needle and administer the solution immediately or at
most within 3 hours of reconstitution
by slow intravenous injection (5 m!/min
Do n_bt use the preparation if a gel forms on reconstitutio
Enclosed: 20 m! of Water for Injections B.P
Kit for reconstitution and injection
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