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PACKAGE INSERT: INFORMATION FOR THE USER

Beriate® 500

Porwder and solvent for soluion for injection o infusion
Human coagulaton factor VI

Read all of this leaflet carefuly before you start using this medicine

because it contains important information for you.

o Keep thi leaflet. You may need to read it again.

o [Fyou have further questions, ask your doctor or your phamast.

o This mecicine has been prescrbed for you only. Do not pass t on to others.
{t may harm them, even i their signs of fness are the same as yours

* f you getany side ffects talk to your doctor or phamacist. This includes any
possile side effects not fisted n this leaflet. See section 4.

What is in this leaflet:

1. What Beriate 50015 and what it s used for

2. What you need to know before you use Beriate 500
3. Howto use Beriate 500

4, Possible side effets

5. How to store Beriate 500

6. Contents of the pack and other information

1. What Beriate 500 is and what it is used for

What is Beriate 5007
Berate 500 is & powder plus the solvet. The made up solution is o be ven by
inection or nfusion nto 3 vein.

Berate 500 is made from human plasma (this i the fiouid part of th blood) and
it contans human coagulation Factor VI It s used to prevent o t stop bleedings
cabsed by the lack of Factor VIl (aemapti A) in the blood. 1t may also be used
in the management of acquired Factor VI deficency.

What is Beriate 500 used for?

Factor VIl i imvolved in blood cotting coagulation). Lack of Factor Vil megns that
blood does not lot as quickly as it should and so there s &n increased tendency
{0 bleed. The eplacement of Factor VIl with Beriate 500 will temporarly repai the
coagulation mechanisms,

2. What you need to know before you use Beriate 500

The following sectons contain information that you and your doctor should
consider before you use Berate 500.

Do not use Beriate 500:
o [Fyou are allergic (hypersensitve) to the human coagulation factor VIl or to any
of the ingredients of tis mecicine [sted i section 6.).

Warnings and precautions:

Talk toyour doctor or pharmacst before using Beriate 500.

o Alleric type hypersenstivity reactions ae possible. Your doctor should nfom
Jou of the early signs of hypersensitivity reactions, These incude hies,
generalised skin rsh, tightness of the chest, wheezing, fall in bood pressure
and anaphylars (a serous allrgic reaction that causes severe ciffculty in
treathing, or dizzness). If these symptoms occur, you should stop the
use of the product immediately and contact your doctor.

o The formtion of inhibitors (neutrasing antibodies) to Factar VIl is & known
complication of treatment and it means that the treatment stops working. I
Jour bleeding is not being controlled with Beriate 500, tell your doctor
immediately. You should be monitored carefully for the development of an
inhiitor,

Your doctor vill consider carefully the benefit of teatment with Berate 500

compared with the is of these complicaions.

Virus safety

When mecicnes are made rom human blood or plasma, certan meastres are put
in place to prevent infections being passed on to patients. These include carefu
selecton of blood and plasma donors to make sure thase at rik of camying
infections are excluded, and th testing of each donation and pools of plasma for
signs ofvirusfinfections, Manufacturers of these products lso include steps in the
roduction process that can inactvate or remove viruses or other pathogens.
Despit these messures, when medicines prepared fiom human blood or plasma
are administred, the possiifty of passing on nfection cannot e totally
excuded. This lso applies to any Unknown or emerging viruses or ther types of
infections.

The measures taken are considered efective for enveloped viruses such as human
immunodeficency virus (HV te aids virus), hepatis B virus and hepatts C virus
(inflammtion of the fiver) and for the non-enveloped viruses hepatits A and
panvovirus B19.

Your doctor may recommend thatyou consider vacdnation ageingt hepatis A and
B if you reqularlirepeatedly receive human plasma-derived products
(eg. Factor VI,

ftis strongly recommended that every fime that Berate 500 given, you should
record the date of adminitration, the batch number and the ijected volume in
Jourtreament day.

Other medicines and Beriate 500:

o Tell your doctor o phamadist i you are taking, have recently taken or might
take any other medicnes.

o Beriate 500 must not be mixed with other medicinal products, diuents and
salvents except for those that are recommended by the manufacturer
(see secton 6.

Pregnancy, breast-feeding and fertility

o [fyou are pregnant or rest-feeding, sk your doctoror pharmacit for adice
beforetaking this medicine.

» During pregnancy and breastfeeding, Beriate 500 should be given only if it is
learly indicated.

o Mo ferity data are availble.

Driving and using machines
Beriate 500 has no influence on the abilty to dive and use machines.

Beriate 500 contains sodium
Bertate 500 contains up to 14 mg sodium per 500 1, Please take this into account
ifyou are on & contrlled sodium diet.

3. How to use Beriate 500

Always use Beriate 500 exacty a your doctor has told you. You should check with
Your doctor o phamacist you are ot sure,

Treatment of Haemophlia A should be sarted and supenvised by 3 physican who
is eperienced n ity of disoder,

Dosage

The amount of Factor VIl you need and the duration of treatment wil depend on
severalfactors, such as your body weight, the severty of your disease, the ste and
intensty of bleeding or the need to prevent bleeding during an operation or
nvestgation.

fyou have been prescrbed Berate 500 to use at home, your doctor vill make sure
that you are shown how to nect t and how much to use

Follow the directions given to you by your doctor or haemophilia
center nurse.

If you use more Beriate 500 than you should
No symptoms of overdose vith FVII have been reported.

Reconstitution and application

General instructions;

o The powder must be mixed (reconstituted) with the solvent (iquic) and
vithdrawn from the vial under aseptic conditons.

» The reconsituted soluton should be clar or slightly opelescent, . it might be
paking when held up to the light but must not contain any obvious partices.
Afer fiterng or withcawel see below) th solution should be checked by eje
for smal partices and discoloraton, bfore it is adminitered. Do ot use the
solution 1t i visoly loudy or i i contans flakes o partces.

o ny unused productorwaste materal should be disposed of i accordance with
local requirements and as nstructed by your doctor

Reconstitution:

Without opening eiher vial, warm the Beriae powder and the solvent to room or
body temperature This can be done either by leaving the vils at room temperature
for about an hour, o by holding them in your hands for a few minutes.

DO NOT expose the vials to diect heat Th viels must not be heated above body
temperature (37 °C).

Carefully remove the protective caps fiom the vials containing powder and the
solvent, and clean the exposed rubber stoppers with an alcohol swab. Allow the
Vials to dry hefore opening the Mix2Vial package, then follow the insructons
given below.

1. Open the Mix2Vial package by peeing off the fd. Do not
remove the Mix2\Val from the blster package!

2. Place the solvent vial on an even, clean surface and
hold the val tight. Take the Mix2Vil together with the
tlister package and push the spke of the blue adapter
end straight down through the solvent vl stopper.

(

3. Crefully remove the bliser package from the Mix2\fal
set by holding at the rim, and puling vertically upwards.
Make sure that you only pul away the blser package,
and not the Mix2\Vl set.

4, Place the product vial on an even and fim surface
Invert the solvent vl with the Mix2Vial st ttached and
push the splke ofthe transparent adapter end straight
down through the product vialstopper
The solvent will automatically flow into the product vial

-

5. Wih one hand gresp the productide of the Mix2\ial
st and with the other hand grasp the solvent-ide and
nscrew countercockwise the set carefully into two
pieces, Discard the solvent vial with the blue Mix2\ial
adapter attached.

6. Gently swil the product vialvith the transparent adapter

attached untl the substance is fully dissoved. Do ot
% shale.
A

7. Draw it into an empty, sterle sringe. While the product
vial s upright, connect the yringe to the Mix2\ials uer
Lok fitting by screwing clockwise. Inect air nto the
product ial,

(==




Withdrawal and application:

8. While Keeping the yrine plunger pressed, tum the
system upside down and draw the slution into the
syringe by puling the plunger back slowly.

: 8
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9. Now that the soluion has been transfered nto the
syringe, fimly hold on to the barel of the syrnge
(Keeping the syringe plunger facing down) and
disconnect the transparent Mix2\ial adapter from the
syringe by unscrewing counterdockwise,

Inject the reconstituted solution slowly into the vein folowing the
instructons given to you by your doctor, Take care ot to get any blood in the
syringe containing the product,

Where 3 large volume s required, infusion s an altemative option. The
reconsituted preparation should be transferred to an approved infusion sysem.
Infusion should be cared out s intructed by your doctor.

Check yoursef for any side ffects that might happen straight away.  you have
any side effects that might be related to the adminisraton of Beriate 500, the
inection o infusion should be stopped (see also secton 2.

i you have any further questons on the use of this mecicne, ask your doctoror
pharmadist.

4, Possible side effects

Like &ll medicnes, this medicne can cause side effects, although not evenybody

gets them.

If any of the following happen, contact your doctor immediately o go

to the Emergency Department or Haemophilia Centre at your nearest

hospital:

+ Symptoms of angioedema such as
» swollen face,tongue or pharynk
 diffculy to swallow
» hives and dificutesto breath
These side effects have been observed very rarel, and may in some cases
progress to severe allrgic reactions (anaphylaxis induding shock.

o Los of effet (continuous bleeding]. You may very rarely develop an infibitr
(neutralising antibody) to Factor VI, in which case Factor VIl wil not work
roperly any more. I this happens, it is recommended that a specilised
haemophilia centre be contacted.

Other side effects are:
o Allergic (hypersensitivity) reactions, which may incude:
» buming and stinging where th inection or nfusion wes given
il flshing,skin rash over the whole body, Wheals
» headche,
» fall n blood pressure estlessness, faser heart beat, tihtness of the chest,
Wheezing
» tiredhess (lehargy)
» nalsea, vomiting
» tingling
These side effcts have been observed very rarely, and may in some cases
progress to severe llergic reactons (anaphylans)including shock.
o Very rarey fever has been reported.

Side effects in children and adolescents
Frequency,type and seveity of adverse reactions n hidren are expected to be the
same as n adult.

Reporting of side effects

f you get any side efects,talk to your doctor, nurse or phamacst. This includes
any possible side effcts not fsted in his leflet. By reportng sde effects you can
felp provide more nformation on the safety of tis mecicne.

5. How to store Beriate 500

Do ot use this medicine after the expiry date, which is stated on the abel and

aron.

o Store n a efrigeratorat 2 °Cto 8 °C.

o Wihin the shelf-ffe, Beiate 500 may be stored t up to 25 °C, not to exceed a
cumulative storage period of 1 month. The single room temperature periods
should be documented in your treatment diary, to comply with the overal
1 month perid.

o Bergte 500 does not contain  presenvtive s the reconstitted product should
be used immediatel.

o Donot freeze

+ Keep the contaner n the outer carton i order to protect from fight.

+ Keep out of the reach and sight of children.

6. Contents of the pack and other information
What Beriate 500 contains

The active substance is:

Beriate 500 is presented as & powder (containing nominally 500 1U human
coagulation Factor VIl per vial)plus & fiuid (ciuent). The reconstiuted solution is
for njection o infusion.

The product reconsttuted with 5 ml of water for njectons contains approximately
100 IUim! human coagulation Factor VIl

The other ingredients are:
Glycng, alcum chloride, sodium hydroride (in small amounts) for pH acjustment,
saccharose, sodium chloride, Solvent Water for injection 5 .

What Beriate 500 looks like and contents of the pack

Berate 50 is presented as a white powder and is supplied vith water for
infction.

The reconsttuted solution should be dlar to sightly opalescent, ie. i might
sparkle when held up to the fight but must not contain any obvious partices.

Presentations

One pack with 500 1U containing;

- 1 vigl with powder

- T vial with 5 ml water for inections
- 1 fiter tansfer deice 20120

Marketing Authorization Holder and Manufacturer
(5L Befing GmbH

Emi-von-Behring-Strae 76

35041 Marburg

Germany

This leaflet was last revised in April 2014,

The following information is intended for medical or healthcare
professionals only

Posology

The number o unis offacto VIl adminitered s expressed in Intemational Units
(10) which are reated to the current WHO standard for factor VIl products. Factor
VIl actiiy in plesma s expressed either as a percentage (reative o normal
human plasma) or in 1U (rltive to an Intemational Standard for factor VIl n
plasm.

One U o factor VIl actity is equivalent to that quantity of factor VIl n one ml
of normal human plasme.

On demand treatment

The calculation of the required dosage of factor VIl is based on the empircal
finding that 11U factor VI per kg body welght raises the plasma factor VI
activity by about 2 % (2 1UId) of nomal actiity. T required dosage is
detemined using the following formua:

Requied units = body weight (kg) x desied F VIl rise (% or IUId) x 0.

The amount to be administered and the frequency of the adminstaton should
aliays be orented to the clinical effectveness in the individual case.

In case of the following haemorrhagic events the factor VIl level should not fal
below the given plesma activy level (in % of normal or IUid) in the
corresponding perod. The folowing table can be used to guide dosing i bleeding
episodes and surgery:

Degree of haemortage! {Factor VIl |Frequency of doses (nours)

Type of srgical leel Duration of therapy (days)
procedure required

(% or 1U/d)
Haemorrhage
Early haemarthrosis, 2040 |Repeat infusion every 12 to 24 hours,
muscle bleeding or oral At least 1 day, untl the Dleeding

bleeding episode as indicated by pain is
resolved or healing s achieved.

More extensive 30-60 [Repeat infusion every 12~ 24 hours
haemarthrosis, muscle for 3~ 4 days or more unl pain and
tleeding or haematoma acute disapity are resalied.

[fe-hreatening 60100 {Repeat infuson every 8 to 24 hours

haemarhages. Ut threat i resoved.

Surgery

Minor 3060 {Every 24 hours, at least 1 day,

induding tooth unil healing s achieved.

erfraction

Major 80-100 | Repeat infusion every 8 - 24 hours

(pre-and |untl adeguate wound hedling, then
nostoperative) | therapy for et east another 7 days

to maintain a factor VIl actity of
30 %-60 % (30- 60 IUfd!
corresponding to 0.30 - 0.60 1Um)

Prophylars

For long term proohylaxis aganst bleedings inpatients with severe haemophilia ,
the usual doses are 20 to 401U offactor VIl per kg body weight & intenls of
2103 days. I some cases, espectally i younger patiens,Shorter dosage inervals
0r higher doses may be necessary.

During the course of treatment, aporopriate determination of factor VIl levels is
advised to guide the dose to be administered and the frequency of repeated
infusions. In the case of major surgical intenventions n particular, a precise
monitoring of the substituton therapy by means of coagulaton analysis (plasma
factor VI activity) is indispensable. Individual patients may vary n thei response
to factor VI, achieving diffrent levels of in vivo recovery and demonstrating
diferent haffes.

Patfents should be montored for the development of factor VIl inibitors.

Previously unfreated patients
The safety and eficacy of Berfate 500 n previously untreated patiens have notyet
been established.

Paedlatrc population
Dosing in chldren i based on bod weight and i therefore generally based on the

same quidelines as for aduls The frequency of administration should always be
orented to the clncal effectveness in the individual case. Some experence from
treatment of chldren lss than 6 years exss,

Information on pharmacological properties of VWF
In‘aditon to it ole as a factor VIl protecting proteln, von Wilbrand mecliates
olatelt achesion tosites of vascular njury and plays & ole i platelet aggregatio.
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This is a medicament

- A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you

- Follow strictly the doctor’s prescription, the method of use, and the
il ions of the ist who sold the

- The doctor and the pharmacist are experts in medicine, its benefits and risks

- Do not by yourself interrupt the period of treatment prescribed for you

- Do not repeat the same prescription without consulting your doctor

- Medicament: keep out of reach of children

Council of Arab Health Ministers

Union of Arab Pharmacists






