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Mannitol, citric acid monohydrate, sodium citrate, sodium dihydrogen phosphate

dihydrate, disodium phosphate dihydrate, sodium chloride, polysorbate 80, sodium
hydroxide and water for injections.

Adalimumab 40 mg
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Mannitol, citric acid monohydrate, sodium citrate, sodium dihydrogen phosphate

dihydrate, disodium phosphate dihydrate, sodium chloride, polysorbate 80, sodium
hydroxide and water for injections.

Adalimumab 40 mg
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PATIENT PACKAGE INSERT IN ACCORDANCE WITH
THE PHARMACISTS’ REGULATIONS (PREPARATIONS) - 1986
The dispensing of this medicine requires a doctor’s prescription
Read this package insert carefully in its entirety before using this medicine

Humira®40 mg
Solution for injection in pre-filled pen

Composition:

Each pen contains: Adalimumab 40 mg

Inactive ingredients:

Mannitol, citric acid monohydrate, sodium citrate, sodium dihydrogen phosphate
dihydrate, disodium phosphate dihydrate, sodium chloride, polysorbate 80, sodium
hydroxide and water for injections.

Therapeutic group: Recombinant immunoglobulin.

Therapeutic activity:

Treatment of rheumatoid arthritis when other accepted treatments have been
inadequate.

Treatment of severe, progressive rheumatoid arthritis in patients not previously treated
with methotrexate.

Treatment of juvenile idiopathic arthritis in adolescents aged 13 to 17 when other
accepted treatments have been inadequate.

Treatment of psoriatic arthritis when other accepted treatments have been
inadequate.

Treatment of severe ankylosing spondylitis when other accepted treatments have
been inadequate.

Treatment of Crohn’s disease when other accepted treatments have been
inadequate.

Treatment of psoriasis when other accepted treatments have been inadequate.

When should the preparation not be used?

Use of this medicine during pregnancy is not recommended. The effect of this
medicine in pregnant women is not known. You are advised to avoid becoming
pregnant and to use adequate contraception during treatment with this medicine
and for at least 5 months after the last Humira treatment.

Do not breastfeed throughout the entire period of treatment with this medicine and for
at least 5 months after the last Humira treatment. It is not known whether adalimumab,
the active ingredient in Humira, passes into breast milk.

Do not use this medicine if you are sensitive (allergic) to the active ingredient or to
any of the medicine's inactive ingredients.

Do not use this medicine if you have a severe infection, including active tuberculosis
(see "Warnings" section). It is important to inform your doctor if you have symptoms
of infection, e.g.: fever, wounds, feeling tired and dental problems.

Do not use this medicine if you have moderate or severe heart failure.

It is important to inform your doctor if you have or have had a serious heart
condition.

Do not take this medicine without consulting a doctor before starting
treatment:

If you have an infection, including long-term or localized infection (e.g. leg ulcer). If you
are unsure about this, contact your doctor.

If you are suffering, or have suffered in the past, from recurrent infections or other
conditions that increase the risk of getting infections.

If you are suffering from lung disease or if you are a heavy smoker.

If you have had tuberculosis or if you have been in close contact with someone who
has had tuberculosis.

If you have demyelinating diseases such as multiple sclerosis.

If you are suffering or have suffered in the past from type B hepatitis.

If you had a vaccination containing a live attenuated virus.

If you suffer from mild heart failure.

If you are suffering or have suffered in the past from a severe heart problem.

Warnings:

If you experience allergic reactions during treatment with Humira, such as: chest
tightness, wheezing, dizziness, swelling or rash - do not continue to inject Humira and
contact your doctor immediately.

The needle cover of the syringe contains natural rubber (latex) which may cause severe
allergic reactions in patients sensitive to latex. If you are sensitive to latex, avoid direct
contact with the inner shield.

‘You might get infections more easily while you are receiving Humira treatment, including
serious infections, tuberculosis, viral, fungal, parasitic or bacterial infections or other
opportunistic infections and sepsis, that may, in rare cases, be life-threatening. It is
important to inform your doctor if you get symptoms, such as: fever, wounds, feeling
tired or dental problems.

As cases of tuberculosis have been reported in patients treated with Humira, your
doctor will check you for signs and symptoms of tuberculosis before starting Humira
treatment. This examination will include a thorough medical history, a chest X-ray and
a tuberculin test.

It is very important that you inform your doctor if you have ever had tuberculosis, or if
you have been in close contact with someone who has had tuberculosis. If symptoms
of tuberculosis (persistent cough, weight loss, listlessness, mild fever) appear during
or after therapy, or if any other infection appears during or after Humira therapy - refer
to your doctor immediately.

Tell your doctor if you live in or travel to a region where there are endemic fungal
infections, e.g.: histoplasmosis, coccidioidomycosis or blastomycosis.

If you are about to undergo surgery or any dental procedure, inform your doctor that
you are receiving Humira.

Some vaccinations should not be given while receiving Humira. Please check with your
doctor before receiving any vaccination.

It is recommended that juvenile idiopathic arthritis patients, if possible, complete
all vaccinations in accordance with current vaccination guidelines prior to initiating
Humira therapy.

If you have mild heart failure and you are being treated with Humira, your heart failure
status must be closely monitored by the doctor. It is important to tell your doctor
if you have or have had serious heart condition. If you develop new symptoms of
heart failure (e.g.: shortness of breath or swelling of the feet) or if existing symptoms
worsen, you must contact your doctor immediately. Your doctor will decide whether
you should receive Humira.

In some patients the body may fail to produce enough of the blood cells that help it
to fight infections or help it to stop bleeding. If you develop a fever that does not go
away, bruise or bleed very easily or look very pale, contact your doctor right away. The
doctor may decide to stop treatment.

Very rare cases of certain kinds of cancer in patients treated with Humira or other TNF
blockers have been described.

Patients with more serious rheumatoid arthritis that have had the disease for a long
time may have a higher than average risk of getting lymphoma (a kind of cancer that
affects the lymphatic system) and leukemia (a kind of cancer that affects the bone
marrow and blood). If you take Humira your risk may increase.

On rare occasions, a specific and severe type of lymphoma has been observed in
patients taking Humira. Some of those patients were also treated with azathioprine
or 6-mercaptopurine.

In addition, cases of non-melanoma skin cancer have been observed in patients
taking Humira.

If new skin lesions appear during or after therapy or if existing lesions change
appearance, tell your doctor.

If you are over 65 years, you should pay attention and inform the doctor regarding
signs of infection during treatment with Humira (e.g.: fever, wounds, feeling tired and
dental problems).

If you are a nursing mother, you should stop breastfeeding during Humira treatment
and for at least 5 months after the last Humira treatment.

If you are sensitive to any type of food or medicine, inform your doctor before
commencing treatment with this medicine.

Drug interactions:

If you are taking another drug, including non-prescription medicines and nutritional
supplements, or if you have just finished treatment with another medicine, inform
the attending doctor, in order to prevent hazards or lack of efficacy arising from drug
interactions.

Humira can be taken together with methotrexate or other preparations for treatment
of arthritis (sulfasalazine, hydroxychloroquine, leflunomide and injectable gold
preparations), steroids or analgesics, including non-steroidal anti-inflammatory drugs
(NSAIDs).

Do not take Humira with medicines containing the active ingredient anakinra or
abatacept.

If you have any questions, ask your doctor.

Side effects:

In addition to the desired effect of the medicine, side effects may occur during the
course of treatment with this medicine. Most side effects are mild to moderate. However,
some of them may be serious and require treatment. Side effects may occur at least
up to 4 months after the last treatment.

Very com)mon side effects: injection site reactions (including pain, swelling, redness
or itching).

Common side effects: upper respiratory tract infections (including cold, runny nose,
sinus infection), lower respiratory tract infections (such as bronchitis, pneumonia),
urinary tract infections, cold blisters, shingles; dizziness, vertigo, headache; cough,
sore throat; nausea, diarrhea, abdominal pain; elevated liver enzymes; rash, itching;
musculoskeletal pain; fatigue, fever.

Uncommon side effects: serious infections (such as sepsis), joint infection, fungal
infections; skin warts; anemia, low white blood cell counts; allergic reactions; elevated
lipid and uric acid values; appetite disturbances, anxiety, depression, feeling sleepy
and difficulty sleeping; tremor, nerve disorders (such as: multiple sclerosis and eye
nerve inflammation), taste disturbances; vision disturbances, eye inflammation; ear
discomfort; sensation of heart beating rapidly; high blood pressure, flushing; asthma,
shortness of breath; abdominal symptoms (such as: vomiting, indigestion, constipation),
bleeding in the digestive tract, mouth disorders; mouth ulcers; skin disorders (such
as: eczema or infections), slow healing of wounds, bruising; muscle weakness; urinary
tract disturbances (such as: blood or protein in urine, increased urinary frequency);
increased menstrual bleeding; chest pain, swelling of the feet; weight gain or weight
loss; flu-like symptoms; hair loss.

Other side effects observed in patients receiving Humira treatment: tuberculosis
and other opportunistic infections (infections that occur when resistance to disease
is lowered); lung diseases; Guillain-Barré syndrome (muscle weakness, abnormal
sensations, tingling in the arms and upper body); intestinal perforation.

Treatment with Humira increases the risk of getting infections, including tuberculosis.
Infections may progress more rapidly and become more serious.

Side effects that require special attention:

Severe rash, hives or other signs of allergic reaction; swollen face, hands or feet;
trouble breathing, trouble swallowing; shortness of breath with exertion or upon lying
down or swelling of the feet; signs or symptoms suggestive of blood disorders, such
as: persistent fever, bruising, bleeding, paleness: contact your doctor immediately!
Signs indicating infection, such as: fever, mild nausea, weight loss, wounds, dental

problems, burning on urination; feeling weak or tired; coughing; tingling; numbness;
double vision; arm or leg weakness, open sore that does not heal: contact your doctor
as soon as possible.

If any side effect worries you, if you have any unusual side effects, if you notice any side
effects not mentioned in this leaflet, or if there is any change in your general feeling,
consult your doctor or pharmacist.

Dosage and directions for use:

This medicine is not usually intended for infants and children under 13 years of age.

This medicine should be taken exactly as your doctor has instructed you. You should

check with your doctor or pharmacist if you are unsure.

Humira is injected under the skin (subcutaneously).

Dosage according to doctor’s instructions only.

If by mistake you inject Humira more frequently than instructed, contact your doctor.

Always take the outer carton of the medicine with you, even if it is empty.

If you forget to give yourself a Humira injection, you should inject the missed dose as

soon as you remember. Then take your next dose as you would have on the original

scheduled day, had you not forgotten the previous dose.

Instructions for preparing and giving the injection:

The following instructions explain how to inject Humira in a pre-filled pen. Please

read the instructions carefully and follow them step by step. Your doctor or the nurse

will teach you the technique of self-injection. Do not attempt to self-inject alone until

you are sure that you understand how to prepare and give the injection. After proper

training, the injection can be self-administered or given by another person, e.g. a

relative or friend.

1. Preparation:

Wash your hands thoroughly.

Take one dose tray containing a pre-filled pen of Humira from the refrigerator.

Do not shake or drop the pre-filled pen.

Set up the following items on a clean surface:

o one Humira pen Cap 1

o one alcohol pad (arey)

° agauze pad

o a receptacle to collect the syringes after use
(ask your doctor/nurse for an appropriate
receptacle)

Window /

% @ Cap 2
Pad (plum)
* Be sure that the name HUMIRA appears on the package.

Check the expiry date on the pen. Do not use the product after this date.

* Be sure that the package is not damaged and that no items are missing. If the
package is damaged or items are missing, do not use the Humira and contact the
pharmacist in the pharmacy.

* Hold the pen with the grey cap (marked with the number “1”) upwards. Check the
appearance of the solution through the window on the sides of the pen. The solution
must appear clear and colorless. If the solution is cloudy, discolored, or has flakes/
particles in it - do not use it.

Do not use a pen that is frozen or a pen that was left exposed to sunlight.

* At this stage do not remove the grey and plum caps.

Window

Clear
Liquid in
Syringe

* With the pen still covered, leave it on the surface for several minutes (15-20 minutes)
before use, since it is recommended that the pen reach room temperature before
injection.

. Choosing and preparing the injection site:

Choose an injection site on the thigh or abdominal area. If you choose your abdomen
leave a space of 5 cm from your navel.

*N

* Each new injection should be given at least 3 cm from the last injection site.

o Do not inject in an area where the skin is reddened, hard or bruised. This may
mean there is an infection.

o If you have psoriasis, try not to inject into any sensitive, red, rough, scarred or
scaly areas.

e Some patients find it more comfortable to apply a small ice pack to the injection
site approximately 2 minutes before injection. In this way the needle insertion is
almost not felt. All preparations and application of an ice pack will be done before
cleaning the injection site with alcohol.

. Preparing Humira:

Wipe the injection site with the enclosed alcohol pad, using a circular motion.

Do not touch the area again before injecting.

Hold the body of the pen with one hand, with the grey cap (1) upwards. Pull off
the grey cap with the other hand and discard it. Check that the small grey needle
cover was removed with the cap. If a few drops come out of the needle, it is okay.
The white needle sleeve will now be exposed. Do not touch the needle. Do not
recap - this may damage the needle.

e Pull off the plum safety cap (marked “2”). The plum activation button, in the upper
part, will be exposed. The pen is now ready for use. Do not press the plum activation
button until the pen is in the required location - this will result in discharge of
medication. Do not recap - this could cause discharge of the medication.

4. Injecting Humira:

With your free hand, gently grasp the cleaned area of skin and hold firmly.

Place the white end of the pen at a 90-degree angle to the skin, so that you can

see the window.

* Hold the grey body of the pen, press down slightly onto the injection site (hold it in
place without moving the pen).

* When you are ready to inject, press the plum button on top with your thumb or
forefinger. You will hear a click when the needle is released and will feel a slight
prick as the needle advances.

e Keep pressing and holding the pen in place steadily for 10 seconds in order to
ensure complete injection. Do not remove the pen while injecting.

o0 oW

* You will see a yellow indicator moves into the window during the injection. The
injection is complete when the yellow indicator stops moving.

* Remove the pen from the injection site. The white needle sleeve will move down
over the needle and lock into place over the needle tip. Do not attempt to touch the
needle. The white needle sleeve is there to protect you from touching the needle.

Window

Yellow
Indicator 4
Visible Sleeve

* There may be light bleeding at the injection site. You can press a cotton ball or a
gauze pad on the injection site for 10 seconds. Do not rub the injection site. Use a
band-aid if you want to.

5. Discarding the pen:

e Do not put the caps back on the pen.

After injecting the medicine, immediately discard the used pen in a special receptacle

as instructed by your doctor, pharmacist or nurse.

* Keep this receptacle out of the reach of children.

* Do not discard the used pen in a household garbage pail.

* Do not reuse the pen.

Driving and using machines:

Humira can have a minor effect on the ability to drive and operate machines. Dizziness,

blurred vision and fatigue can occur after using Humira.

Avoid poisoning!

This medicine, and all other medicines, must be stored in a safe place out of the reach
of children and/or infants, to avoid poisoning. If you or your child have received an
overdose, proceed immediately to a hospital emergency room and bring the package
of the medicine with you.

Do not induce vomiting unless explicitly instructed to do so by a doctor!

This medicine has been prescribed for the treatment of your ailment; in another
patient it may cause harm. Do not give this medicine to your relatives, neighbors
or acquaintances.

Do not take medicines in the dark! Check the label and the dose each time you take
your medicine. Wear glasses if you need them.

Storage:

Store in a refrigerator (2°C-8°C).

Keep the pen in the outer carton. Do not freeze.

Even if kept in their original container and stored as recommended, medicines may be
kept for a limited period only. Please note the expiry date of the medicine! In case of
doubt, consult the pharmacist who dispensed the medicine to you.

Do not store different medications in the same package.

License number: 131 41 30990 00
Manufacturer: Abbott Laboratories Ltd., UK.
License holder: Abbott Laboratories S.A., P.O.B. 58099, Tel Aviv 61580.

The format of this leaflet was determined by the Ministry of Health and its content
was checked and approved.
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