Kryobulin® ' N o b
Dried Human Antihaemophilic Fraction B.P. - '

MANUFACTURE AND COMPOSITION ) !
KRYOBULIN is prepared from the pooled mnmaofsultable‘ human donors who have a GPT
activity of lessthan 15 i.u./l. Each plasma donation is tested by radioimmuno-
’ assay (RIA) for :the absence of HBg-antigen.and is only released for the
producuon of KRYOBULIN if the HBg-antigen test is negative. - : .

KRYOBULIN is rich in clotting factor VIII and is in a purified, concentrated
and stabilised form. The lyophilised product -is standardised in terms of-
international units of Factor VIII" It may be stored for two | years
if storage conditions are obscrved . e =
INDICATIONS  .-..:cwv . . : R .
Praphylaxis and treatment in all cases of .nhented Mor acquured Factor Vlll +—7 /9/
deficiency disorders R SR K X o

Haemophitia A _ - 7 : FERS :'_'
¥on lelebrand s disease L .

n occasions when it is essential that Factor VIl be admrms&ered and {
Factor VHI mhlbltors are known to be present in the patcent . !

Haemorrhages caused enttrely by Factor Vil dehc:ency and not by other
plasmatic or thrombocyticdisorders, canbe arrested with adequate quantities
%.1 - of KRYOBULIN. Under controlied treatment with KRYOBULIN, major sur- - -
‘gery (abdominal and orthopaedic surgery) may be performed even in patients
‘ with severe haemophilia and a Factor Vill concentration of less than 1 %.
According to latest reports, the isoagglutinins contained in KRYOBULIN
may have a haemolytic effect upon the patient’s ery throcytes if large quantities
of the preparation are required as e.g. in-surgical interventions or in cases of
haemophilia accompanied by acirculating Factor Vil inhibitor. in such cases,
administration of blood. group compatible KRYOBULIN is recommended
(ie. KRYOBULIN obtamed excluswely from donars of (he same blood group)

V‘MO' E/ﬁ T Dlrectmns for Reconsmutlon of a Solutlon for (njecﬂon Lo

The iyophilised KRYOBULIN must be dissolved immediately before injection
using the amount of solvent provuded and stated on the label (10 20 or
S0 mi).”

* Suitable human donors as described in the British Phanmacopoexa
Addendum 1978 under Dried Antihaemophilic Fraction. °

LR

1 International Unit is the quantity of Factor VIt aerivie v conts ained in 12.745 mo

of the 2nd International Standard for Blood Coagulation Factor VIII‘Hunag,
and is approximately equivalent to the Factor VIII activity in 1 ml of
average normal plasma.
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Dlrectmns for use” :
. Warm the KRYOBULIN and solvent bottles to approx. 37° C.

2 Remove the protective caps (fig. 1) and disinfect-thé fubber stoppers of
both bottles., ... .8 a0 s ot

Pt oAn Guaett LGREniTe

3. Choose one of the two follow1ng procedures

A ) a )Fn a disposabie needle onto a synnge of suitable svzé. i

b)lnsert the needle of the syringe into the R/C bonle wnh solvent and
draw up the solvent into the syringe; remove the needle from the synnge.

C)Flt the enclosed filter needle onto the R
isyringe and insert the needie somewhat,
; eccentrically into the R/C bottle i
i containing the lyophilisate, The vacuum. e el
" iin the bottle draws in the solvent. .
df)CarefuIIy dissolve the lyophilisate by -
igentle agitation “(approx. 2-3 min.}).

=

g
f_,_ %,

e )lnse'rt the c-oro'vided aeration needle é;&'an\}'foa'r‘n"'vs}ill' collapsg,

+Rermove the aeration-needlei and draw up ° Tm
,] the solution into the syringe through ‘the -~
| __ filter needle. provided.. . . -. S

e e tIES 3 mr NERT TN LM mde WU LU 7L TOAMITE LD
B) &’)Transfer of, !he solvem into“the bottle. ('ontammg the- Iyophxllsate is done
‘wnh the heip- of the transfer needle. For .this purpose first remove, the,

| protective cap of the transfer. .needle and insert it into .the rubber, stopper,

- of the bottle containing the solvent {fig: 2).. :

‘ Then remove the protective tube: 6f the: transfer need!e Turn:the solvent

bottle with the inserted transfer needle upside-down and insert . the latter,

5 into the rubber stopper of the lyophilisate bottle leaving a freé needie
r!Iength of 1.cm.outsiderthe bottle (fig. 3). Caution:do'not touch the-needle!.

'\ Because.of the vacuum in the lyophilisate bottle'the solvent will then runiin.:

b’ Remove the solvent bottle with the transfer needle from the Iyophilisate:

: bottle (fig. 4). Gently agitate the latter in order to accelerate soluuonﬂ

€ insert the provided aeration needle and any foam will coliapse {fi .

I Remove the aeration needle.” | EIRETOTT :

d)Eit the enclosed ‘filter needle onto the dlsposable syrlnge and draw up the

; solunon into the syringe (fig. 6). g

Lood o opd sen

A

fig. 1 ig. tig. 3 fig. 4 _ei-uinfigs

b keparate the synnge from the fnter neédle and fit the enclosed dlsposable
needle {or winged adapter needle). Slowly inject the solution mtravenously
:.at a maximum rate of 5 ml/min. -. .-

Do not exceed the maximum injection rate of 5 mi/min.
The solution must be mjected through a filter if a different method of
reconstitution is used.
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.o |  ADMINISTRATION ' -3 -

a) As an injection
b ' ' After reconstitution of KRYOBULIN proceed as
P described .in Directions for Use, item 6.

b} As a transfusion ' .
- Afrer reconstitution insert the filter-fitted transfusion set prov!ded and -
- transfuse the solution over a period of about 20 minutes. :

Home treatment

The reconstituted KRYOBULIN is dravn up through the filter needle into,
. : the syringe and immediately after removal of the filter needle and insertion’
’ : .. of the winged adapter needle with tube, the solution is administered by
.- slow intravenous injection {maximum rate 5 ml/min.) by the patlent

himself or by an assistant as dlrected by the physician.. - . s

€

DOSAGE -AND lNDICATIONS Ref. . 8910 1 13 14 xs 17 19 28 25 25 29 3

The amount of KRYOBULIN required may vary consrderabiy accordmg 10 the
response of the individual. As a simple rule, 10 achieve an increase in the
" Factorvili concentration of one percent, it is necessary to adminisier ane
luﬂm Factor VHI per kg of bodyweight.. ..., ... .. R
tnitial treatment reguires doses at shorter intervals than mamtenance therapv,
because of excessive Factor Vill consumption and replenishment of the
extravascularcompartment. The effectiveness of treatmentshouid be controlied
by a Factor. VI assay as partial thromboplastin time results in a less accurate
vaiue when large quantities of KRYOBULIN are being used. If large quantitiem
are used, volume overloading may arise and partial removal of the pauem
plasma by pldsmaoheresu should be cnnsvdered

. Bleedmg fmm skm nose and ural mucous membrane
The initial dose shouid be 10 i.u. of Factor Vill per kg bodeemht followed
by a maintenance dose of 5 to 10 i.u. of Factor Vi per kg of bodywerght
at6 to 12-houriy intervals.. . RS .

P B T

.Haemarthroﬂs B

Approxumateuv 10i.u. of Fartor VIH per kg of bodywevght should be qwen as
.an initia} dose. . The maintenance dose should be 5 to 10 i.u. of Factor VIil per
'kg of bodyweight at 6 to 12-hourly intervals. Combined with immobilisation
of the affected joint for severai days the Ireatment should be sufficient to
: restore function, ¥ Lt T AT

B

Bruising ¥ S
In most cases, a single dose of 10 i.u. of Factor VI per kg of bodywaight is
sufficient. With widespread bruising, repeated administration at 6 to 12-
hourly intervals of 5 to 10 iu. of Factor-VI} per kg bodyweight may be’
required, e . .

Heavy hleedmg mto muscles BT LIRS IER U IPC
Treatment should be started as soon as cossxble since such bieedmg mav
lead to permanent deformity and loss of function. Initial ‘immobilisation. of
the affected area is important. The initial dose ranges from 15 to 20 i.u.
of Factor Vil per kg of bodyweight followed by 10 i.u. of Factor Vill
. per kg of bodyweight at 6-houriy intervais from the first to the second day
and at 12- hourly mtervals from the thrrd to the fifth dav

Haematuria®
An initial dose of 15 w© 20 i of Factor Vlil per kg aof bodyweoght w'll be
2 - sufficient, For maintenance, 10 iu. of Factor VIH per kg of bodywenght
. : ) R shouid be gwen at.i2-hourly intervals. .- . . - . - .
) IV'a;or surgerv on haemophmc patlents S -

For initial treatment the administration of at ?east 25 to 50 i.u. of Factor VI

- . . per kg of bodyweight-is recommended. The maintenance dose shouid be 20
10 40 i.u. per kg of bodyweight starting at 4-hourly intervals from the first to
the fourth day and at 8-hourly intervals from the fifth to the eighth day and
later, at 12- hnurly intervals until ali wounds are healed.

The effect of treatment must be checked daily. Factor VI activity should . o
-not fall below 50% of the normal average value of 100%. It is important .
that treatment should be continued for a sufficient length of time, since the

risk of a haemorrhage persists until all wounds-are completely healed. Besides

the repeated control of Factor VI, tests for occasionally developing Factor -

VIt inhibitars should also be carried out on the ﬁanem S piasma

Dental extractions

The amount of Factor Viil to be given depends on the number and tvpe of
teeth to be extracted and on the severity of the haemophilia.

Extraction of one or two teeth

if one or two teeth are to be extracted from a patient suffering from severe
haemophilia, 10 10 20 iu. of Factor VIl per kg of bodyweight should be
administered initially. Treatment is continued at 6-hourly intervals from the
first to the third day, and at 8-hourly intervals from the fourth to the eighth
day after the extractions.

® & 1 international Unit is the auantity of Factor VIl activity contained in 12,745 mg
) ot the 2nd Internartionat Standard for Blocd Coagulation Factor VIt Human, and is
i approximately equivaient to the Factor Vi activity in 1 mi of average normai plasma.
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Extraction of more than two !eeth from panents suffering flom severe
haemophilia

In such cases, a minimum dose of 20 to 30’ i, of Factor VIII per kg of
bedyweight should be given. Maintenance therapy should consist of doses
of 10 to 20 i.u. of Factor VI per ko of bodyweight given a 6- hourly intervals -
from the first to the third day and at 8-hourly intervals for twelve more days.
it is important that the plasma concemranon of Facior Vil should not
drop betow 10%. .

Prophylaxls

Prophyilactic treatment should be considered for panems who bleed frequently.
Dosage of approximately 20 i.u. of Factor VHi per kg bodywesgnt administered
on aiternate - days may be required.

DIRECTIONS TO BE OBSERVED FOR REPLACEMENT THERAPV

As a rule replacement therapy with Factor VIII preparations is not indicated
in cases of macrohaematuria and is also generally meffecuve Pre1erence
should be given to the administration of Prednisone.

{f in the case of haemarthrosis, puncture of the |o:m is necessary, it should
be carried out immediately before the first administration of KRYOBULIN.
Otherwise it might not be possible to achieve the requnred dlscharge of the
articular cavity due to clot formation.

Dental extractions, injuriesof the oral cavity and severe continuous nose hleed1ng

should not be treated with KRYOBULIN alone but also arrested locally as tar-
as possible. In addition, administration of antifibrinolytic preparations
(e.q. epsnlon-ammocaprouc actd) is recommended in the locahsataon of such
haemorrheges R ) X .

To avoid a-decrease of the haematocrn value acmm:stratlon of blood group
compatible KRYOBULIN is recommended m cases ‘where !arge doses of
Factor VIII are necessary,

If haemostasls has not been reached desplte admmlstrauon of KRYOBULIN

- -and the achievement of a sufficiently high level of Factor VI in the patient,

it is recommended that the thrombocytes’ function of the patient be controiled

_ by administering blood . group- comuanble KRYOBULIN along with

concentrated thrombocytes

PRECAUTIONS“ e

Though the danger of volume overloadingis small \-Nith the use of KRYOBUL!N,’ ’

in cases of major surgery, control of the patient’s central venous pressure,’
blood pressure and chest-X-rays should be carried out repeatedly as required:

- 1f symptoms .of volume overloading become apperent, therapeutic plasma-
- pheresis is recommended. In patients suffering from disseminated intravascular
- coagulation with a significantly low Factor Vill level, this must be interrupted

by the administration of HEPARIN before. treatment with KRYOBULIN
is staned \

SIDE EFFECTS S AR

. Side effects are rarely observed dunng treatment wuh KRYOBULIN though

‘the following reactions may occur:

. All forms of allergic reactions from mnld and temporary umcarial rashes
-to severe anaphylactic-shock are possible 'when human plasma derivatives
_ are- administered. If these cccur, treatment with KRYOBULIN must
‘- be interrupted at once. Aliergic- reactions should- be controlled with-
antihistamines and glucocorticoids ard routine shock-treatment given for
anaphylactic shock.  Careful and frequent recording of pulse rate and
blood pressure is essential..if the.pulse rate increases and/or the blood
pressure fallg a transfusion of 5% Dextrose should be started.

—

2. Despite the precautions taken in the selection and checking of donors
and the testing of donations, the-risk of transmission of hepatitis cannot
be entirely excluded when administering human coagulation factors.’

3. During every type of therapy involving blbod or Factor VI concentrates,
the appearance of a circularing Factor VIl antibody is possible. The time
at which such an antibody is produced cannot be predicted-and neither

denends ion the amount of Factor VIt administered nor on the frequency

ot administration. According to present experience, the application of
corticosteroids or. immunosuppressive substances has hardly mﬂuenced
the formation of antibodies.

SHELF LIFE AND STORAGE _ .

2 years when stored between 29 and 6°C or 6 months when stored at room
temperature {up to +300C). -

Even without cooling facilities, KRYOBULIN can 1hereiore be taken along
on extended journeys.

PACKS

1 R/C bottle containing Ivophilised KRYOBULIN. The Factor V111 activity

is stated on the {abei of each bottle,
1 R/Cbottle containing Water for Injections, B.P. (10 mi, 20 mi or 50 ml),
according to Factor Vil activity. -

1 Kit for reconstitution and filtration. Certain packs also contam injection
equipment.
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