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Product features, preparation, and administration
Your guide to NovoThirteen®

NovoThirteen’: recombinant therapy for congenital
factor Xlll A-subunit deficiency

Before using NovoThirteen’, it is important to know:

o How to safely store and handle NovoThirteen”

. How to prepare and inject NovoThirteen”

J That the usage of incorrectly stored product may increase
the risk of blood clots

o The signs and symptoms of blood clots

. That the usage of NovoThirteen”for purposes other than pre-

venting bleeding due to congenital factor Xlll A-subunit deficiency
may result in side effects
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1. Using NovoThirteen’

What your medicine is used for

You have been prescribed NovoThirteen®, a medication for the treat-
ment of congenital factor XIll A-subunit-deficiency. NovoThirteen®
replaces the missing factor Xlll and helps to stabilise the initial
blood clot by producing a mesh around the clot.

NovoThirteen’is used to prevent bleeding in patients with congenital
factor XIII A-subunit deficiency. Use of NovoThirteen® for other
purposes like treatment of breakthrough bleedings in patients
with congenital factor XllI A-subunit deficiency is not part of the
approved indication.

This is considered off-label use and is not approved by the Health Authority in
Europe. This is because the safety and efficacy of NovoThirteen® when used
in this way have not been established.

How your medicine works

Factor Xlll is made up of an A-subunit that helps make a strong clot and a B-
subunit that binds to the A-subunit to keep it around for a long time. An es-
timated 95% of people with congenital factor XIll deficiency are missing the
A-subunit. Taking NovoThirteen”will restore your body’s normal factor
XlIl activity level and help your blood clot normally. For more in-
formation about congenital factor XIll A-subunit deficiency, please
read the Package Leaflet in this brochure or ask your doctor.

Where your medicine is injected

NovoThirteen’needs to be injected directly into a vein. There are two
different ways that this can be done:

e Through a peripheral vein, those away from the central part of your
body, such as in your arms or hands—this is called “Peripheral Venous
Access” or PVA (see page 12)

e Through a central vein, those that are large and near the heart, using
a medical device that your doctor inserts-this is called “Central Venous
Access” or CVA (see page 15)

Your medicine should be injected immediately

NovoThirteen’should be injected immediately after it has been pre-
pared for injection.

If appropriate, your doctor or nurse will show you how to administer your
own treatment so that you can eventually do this at home. For those who
are trained in self-injection, this guide is a reminder of the administration in-
structions you received at your clinic or treatment center on how to prepare
the product for injection. If you have any questions about injecting NovoThir-
teen’, please talk to your doctor or nurse before trying to administer
the treatment yourself.

Keeping clean (“aseptic technique”)

Because NovoThirteenis injected directly into the bloodstream, it is
very important to wash your hands before you begin preparing the
injection. Also, make sure that the area where you prepare Novo-
Thirteen’is as clean as possible.

Just like all medications, NovoThirteen”may cause side effects.

Using NovoThirteen"for purposes other than preventing bleeding
due to congenital factor Xl A-subunit deficiency may also result
in side effects. Be sure to talk to your doctor immediately if you
believe you are experiencing any side effects.
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For further information:

SFDA National Pharmacovigilance Novo Nordisk Gulf:
and Drug Safety Center (NPC): P.O. Box 250151

e Fax: +966-11-205-7662 Riyadh 11391, Saudi Arabia

* Toll-free Number: 8002490000 Tel: +966114621440 ext.: 345/245

¢ Email: npc.drug@sfda.gov.sa Fax: +96611 4661170

* online: http://ade sfda.gov.sa Email: nngulfsafety@novonordisk.com

Using NovoThirteen® (cont)

Storage

Once prepared, NovoThirteen“for injection should be used immedi-
ately.

Why should you use NovoThirteen’ immediately?

If you do not use NovoThirteen’immediately, the NovoThirteen®in the
vial may no longer be sterile.

Also, the amount of activated NovoThirteen”in the vial will increase. Too
much activated NovoThirteen®may increase your risk of getting a
blood clot (thrombosis).

If NovoThirteen”has not been stored according to the described stor-
age conditions it should not be used and be discarded.

Symptoms of a possible blood clot

Blood clots (thrombosis) can be life threatening and require immediate medi-
cal attention. If you think you have a blood clot, contact your doctor and/or
call the hospital right away.

The symptoms of blood clots depend on where the clots form. The following
table shows the symptoms of a blood clot based on location.

Location of clot Symptoms

Heart Chest pain, pain that moves down left arm, shortness
of breath, sweating

Brain Blurry vision, impaired speech, weakness, seizures

Arm or leg Sudden pain, swelling, tenderness

Lung Sharp chest pain, increased pulse rate, shortness of

breath, fever, coughing up blood, sweating

Stomach Stomach pain, vomiting, diarrhoea

Using NovoThirteen’ (cont) Injecting at home

If appropriate, your doctor or nurse will train you so that you can eventu-
ally prepare and inject this medicine by yourself at home. For those who are
trained, this guide can be used as a reminder of the instructions you were
given at your clinic or treatment centre. If you have any questions, please
talk to your doctor or nurse before doing this at home.

Use in small children

If your child is less than 24 kg your treatment center will support you in the
process of preparing and diluting the product for injection. Please refer to
the section on page 10 “Use in small children -Dilution of the reconstituted
product with sodium chloride 0.9%, solution for injection” and follow the
instructions given by your doctor.

Collect together everything you need

Check to make sure you have all the necessary equipment. NovoThir-
teen’comes with a vial adapter but no syringes or Infusion Kit.
You or your doctor will need to supply these items.

You should only reconstitute NovoThirteen’if you are
able to inject it immediately afterwards.

J
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Full list of items that you need

a. Powder vial (Containing NovoThirteen®)

b. Solvent vial (Containing water for injections)
c. Vial adapter

d. Syringe

e. Alcohol swabs

f. Butterfly needles—at least 2

g. Tape

h. Gauze or cotton ball

I. Tourniquet

2. Preparing NovoThirteen® using

aseptic technique

Washing your hands

Wash your hands with soap and running water. Dry them well with a
clean towel, and make sure that the area where you are preparing the
injection is as clean as possible

Preparing the vials

Bring both vials to room temperature (15° to 25° Celsius). You can do
this by holding them in your hands for about a minute. The temperature
of the vials must not go above 37° Celsius once they have been mixed
together

Remove the plastic caps from the 2 vials (one with the powder and one
with the solvent for reconstitution). If the caps are loose or missing, do
not use the vials

Clean the rubber stoppers on the vials with alcohol swabs and allow
them to dry before use

3. Reconstituting NovoThirteen®
Using the vial adapter

e The product can be reconstituted using the included vial adapter

e Remove the protective paper from the vial adapter but do not unscrew
the protective cap

e Attach the vial adapter to the solvent vial
e Do not touch the spike on the vial adapter
e Once attached, remove the protective cap from the vial adapter

Drawing up air

e Pull the plunger to draw in 3.2 ml of air. This is equal to the amount of
solvent in the solvent vial (3.2 ml)

e Screw the syringe tightly onto the vial adapter on the solvent vial. Inject
air into the vial by pushing the plunger until you feel a clear resistance

Drawing up the solvent

e Hold the syringe with the solvent vial upside down. Pull the syringe
plunger out to draw all the solvent into the syringe

e Remove the empty solvent vial by tipping the syringe. Keep the vial
adapter attached to the syringe

Adding the solvent to the powder

e Click the vial adapter, still attached to the syringe, onto the powder vial
e Hold the syringe slightly tilted with the vial facing downward

e Push the plunger slowly to inject the water for injection into the vial

e Make sure to aim the stream of water at the inside wall of the vial. Do
not aim directly at the NovoThirteen”powder—this may cause foam-

ing
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Reconstitution

e While holding the syringe, gently swirl the vial until all the powder is dis-
solved. Do not shake the vial—this may cause foaming

e Do not use it if there are any bits inside or it is the wrong colour. The
medicine should be clear and colourless when fully reconstituted

e If you have been prescribed a dose that is more than 1 vial, you will need
to mix up more medicine before injecting. Mix up the rest of the medicine
in separate syringes until you have enough for your required dose

e Once prepared, NovoThirteen® for injection should be used immediately

Use in small children Dilution of the reconstituted product with sodium
chloride 0.9%,

solution for injection

If NovoThirteen® is injected into a child weighing less than 24 kg the recon-
stituted NovoThirteen® should be diluted with 6.0 ml of sodium chloride
0.9%, solution for injection to be able to handle the dosing of small children.

The dose volume after dilution with 6 ml of sodium chloride 0.9%, solution
for injection can be calculated by using the below formula.

Dose volume of diluted NovoThirteen® in ml = 0.117* x subject body weight
in kilograms.

*The calculation of the correction factor 0.117 is related to the exact quan-
tity of the product and not the nominal value of the product.

User instruction how to dilute the reconstituted
NovoThirteen®

To dilute the reconstituted NovoThirteen” the following tools are needed: a
vial containing sodium chloride 0.9%, solution for injection, a 10 ml syringe
and alcohol swabs. General instructions for dilution The dilution should be
performed in accordance with aseptic rules.

e Carefully draw exactly 6.0 ml sodium chloride 0.9%, solution for injec-
tion, into the 10ml syringe

e Slowly inject the 6.0 ml sodium chloride 0.9%, solution for injection,
into the reconstituted NovoThirteen’vial
e Gently swirl the vial to mix the solution

The diluted solution is a clear, colourless solution. Check the injection solu-
tion for particulate matter and for discolouration. If either is noticed, please
discard. Any residual material of the diluted product has to be discarded im-
mediately. In case of any question ask your doctor The below table includes

a calculation of the injection volume (ml) of NovoThirteen®diluted with 6 ml

of sodium chloride 0.9%, solution for injection, compared to a body weight
interval (kg) for children having body weight below 24 kg.

. . Injection volume of
Body weight interval (kg) diljuted product (ml)
1,7-25 0,20
2.6-33 0,30
3,4-4,2 0,40
4,3-5,0 0,50
51-5,9 0,60
6,0-6,7 0,70
6,8-7,6 0,80
7,7-84 0,90
85-9,3 1,0
9,4-10,2 1,10
10,3-11,0 1,20
11,17-11,9 1,30
12,0-12,7 1,40
12,8-13,6 1,50
13,7-14,4 1,60
14,5-15,3 1,70
15,4-16,1 1,80
16,2- 17,0 1,90
17,1-17,8 2,00
17,9-18,7 2,10
18,8-19,6 2,20
19,7 -20,4 2,30
20,5-21,3 2,40
21,4-22,1 2,50
22,2-23,0 2.60
23,1-23,8 2,70
23,9-24,7 2,80
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Drawing up your medicine

e Just before the injection, make sure that the plunger is pushed all
the way in before turning the syringe upside down (it may have been
pushed out by the pressure in the vial)

e Hold the syringe with the vial upside down and pull the plunger to draw
up the amount required for the injection

e Unscrew the vial adapter with the vial from the syringe

e Your medicine is now ready to inject. Use it immediately

4. Administering NovoThirteen®

Home injection of NovoThirteen®
using peripheral venous access (PVA)

PVA involves injecting medication into the peripheral veins. Peripheral
veins are veins away from the central part of your body, such as veins in
your arms or hands.

Washing your hands

e Wash your hands with soap and running water. Dry them well with a
clean towel

Cleaning your injection site

e (lean the skin with alcohol using an alcohol swab and allow it to dry. It
is important to clean the skin to stop germs from entering the vein.

Using the tourniquet to help insert the

butterfly needle

e Apply a tourniquet above the site you want
to use

After applying the tourniquet, flex your hand
or wrist for a short time to help make the
veins easier to see and feel

e Hold onto the wings of the butterfly needle
with the bevel facing up

e Insert the needle at a 20-to 30-degree angle. You may
feel a pop and see a flash of blood in the tubing,
this means that the butterfly needle is now inside the vein |

e Level the needle until it is flat against the surface of the skin

e Apply a piece of tape over the butterfly wings to secure the needle in
place

e Check that the needle is in the correct position by gently pulling back
on the syringe plunger. If you notice blood in the tubing while doing so,
you are ready to begin the injection

Only inject the amount that your doctor told you to inject. This
may be only part of a vial. This is normal. Injecting more than
you are supposed to use or using a whole vial when it was not
prescribed could lead to side effects.

Injecting
e Remove the tourniquet

e  Start to inject NovoThirteen® by gently pushing down on the syringe
plunger. You should inject at the rate described on the package insert.
Use a smooth, steady pressure

J
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e Check for puffiness in the area. This may indicate that you have gone all
the way through the vein

Removing the butterfly needle

e Remove the butterfly needle once all of the NovoThirteen® has been
injected. Apply pressure over the area with dry gauze or a cotton ball
for at least 5 minutes

After your injection

e  Safely dispose of the syringe, vial adapter, injection set, B
and vials. Any unused product or waste material by
should be disposed of according to local laws

e  (Clean your work area, wash your hands again,
and record the treatment in your treatment diary

Note: Please adapt administration instructions accordingly to
local legal guidance.

Administering NovoThirteen®
(cont) Helpful hints

e Keeping your body temperature warm is important. Take a warm show-
er before the injection to help make veins larger and easier to access

Avoid reconstituting NovoThirteen® unless you are ready to inject it
immediately

e Try to inject into straighter parts of the vein rather than curved parts
e Avoid injecting into bumps in the vein
e Use different injection sites to avoid scarring

e If you think you have missed a vein and injected into the tissue, seek
advice from your doctor. Your doctor may measure the amount of fac-

tor XlIl in your system to calculate the amount you should redose

e Any local reaction at the injection site, such as redness, swelling, pain,
warmth, or discolouration, should be reported to your doctor

Inj ectm% NovoThirteen® using central venous
access (CVA)

CVA refers to injecting factor and other medications using large veins near
the heart. CVA devices (CVADs) are medical devices inserted by a doctor.
CVADs allow factor and other medications to be delivered into one of these
large veins.

If you have CVA, your doctor can administer NovoThirteen®. If you have
proper training, your doctor may train you so that you could also
administer NovoThirteen®by yourself through the cannula. The can-
nula must be flushed with 5 ml of normal saline both before and
after administration of the drug.

J
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NovoThirteen®
2500 U (15 mg)
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NovoThirteen® User Instructions

Toreconsiie and adminser s rouc h olowing ol re neced: o 10l inge o
a syringe of a convenient size according to ijection volume, alconol swabs, the incuded vil
adapter and an infusion set (tubing, bunerﬂv needle).

Solvent vial Powder vi
Plastic cap. Plastic cap
(white) (orange)
Rubber Rubber
stopper stopper
Vial adapter

e @ Enp
Protective paper Spike

Progaring the solution
use an asepic techrigue, Bforestarting, wash your hands. Bing the pawder and sovent
v\z\s m enpas ot shoe 25, by hld ern e s e v 5
Is. Remove the plastic caps from the 2 vials. If the caps are loose or missing, do not use
e v, Clean th ruser stoppers o he vils with acohol swas and alo theh to iy before

use.

“The product is reconstituted using the vial adapter
included.

Remove the protective paper from the vial adapter
without taking the vial adapter out of the protective
cap. Attach the vial adapter to the solvent vial (water
for m]qc\\ons} Take care ot 10 touch the spike on the

i zlu(hed remove the protective cap from the
vial adapt

Pullthe plunger to draw in a volume of air equal to
the total amount of solvent in the solvent vial.

@ s esyinge gty the vl odpter o e
o o vl by g the
D\ur\gev until you feel a clear resistance

(@ Hold the syringe with the solvent vial upside down.
Pull the plunger to draw the solvent into the syringe.

(@ Remove the empiy solvent via by tipping the syringe
with the val adapter

@ 1k he vl adapter il atachd to the yinge,
the syringe slightly tited
e ol fcing o P e lnger
slowly to inject the solvent into the powder vial,
Make sure not to aim the stream of sovent directly at
e powder as this will cause foaming.

@ Genty vt e vl il e povder o e
Dot sraketh vl st wil caue foa
NovoThirteen® shouldbe nspected vsualy or
extancous for any foreign) paticlate mattr ad
discolouration prior to administation. I the event of
either being abserved, discard the medicinal product,
Reconstituted NovoThirteen® is a lea, colourless

solution.
1f a larger dose is needed, repeat the procedure in
a separate syringe unti the required dose is reached.

Important information
Once prepared, NovoTriten® o jecto shoud be used mmeditly hi s becusef e,
the medicine may no longer be sterile. Also, the amount of act
medicine wil ncrese. Actvated NovoThirtee may increase ek o aoting « oo ot
(tromt
if he reconiuted preduct s ot used mmedtelt shd e usd it 3 hoursof
fcomtiuton o o e o of o rature curng
et produc Sere ot room smperatne 103 Ao discard

e recome roduct s not e \mmed\ale\y, o be sared 1 the
reffgeratorat 2°C - 8C fornolonger than 24

v a idion of the reconstiuted NovoThirteen® s needed proceed fothe section
Do of th ecanstned rocue wih 9% sodm chinis

Injecting the solution

Q) Ensure that the plunger s pushed al the way in
before turning the syringe upside down (it may have
een pushd ut by thepresure nthe il Fold the
syringe with the vial upside down and pull
Tongerto o e i i o he
injection.

(@ Unscrew the vial adapter vith the vial
‘The product s now ready for injection in the vein.
Follow the jecion procecure 2 nsructed by your
healthcare professional

@ Sefely dposeof the syinge, vl adapte infusion set
‘and vials. Any unused medicinal product or waste
et e apased o 1 sccordonce
local requirements.

ution of the reconstituted product with 0.9% sodium chloride

I diton ofth reconstutd NovoTiteer® s necesan norder to be able fo hande he
dosing of chidren below 24 kg, the reconstituted NovoThirteen should be diluted with 6.0 mi
ot ot e secion3 i 10 ke Novo R o by ol e

To dlute th reconstuted NowoThiteenthe folowing ook e needed: 3 i cotaning
0.9% sodium chioide, a 10 mi syringe or a syringe of a convenlent size according to njection
Skl i a3 vt

sk your doctor for advice before the reconstituted NovoThirteen® s diluted with 0.9%
sodium chi

If the reconsttuted NovoThirteen® s diluted with 0.9% sodium chloride praceed to step H
Injecting the solution.
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5. Treatment diary

Make sure to record the following data after each injection:
e Date of injection

e Next injection

¢ Notes

NovoThirteen’is a registered trademark owned by Novo Nordisk
Health Care AG. © 2013 Novo Nordisk Healthcare AG, Zurich,
Switzerland. NovoThirteen® 4089 Dec. 2013 ww

In case you had any side effects related to the drug use, please contact:

SFDA National Pharmacovigilance and Drug Safety Center (NPC):
« Fax: +966-11-205-7662

« Toll-free Number: 8002490000

« Email: npc.drug@sfda.gov.sa

« online: http://ade.sfda.gov.sa/

Novo Nordisk Guilf:

P.O.Box 250151

Riyadh 11391, Saudi Arabia

Tel: +966114621440 ext.: 345/245
Fax: +96611 4661170

Email: nngulfsafety@novonordisk.com

.. ®
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