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Package leaflet: Information for the user

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

thiotepa

Read all of this Jeaflet carefully before you start using this medicine because it contains

important information for you,

- Keep this leaflet. You may need to read it again,

- If you have any further questions, ask your doctor.

- If you get any side effects, talk to your doctor. This includes any possible side effects not listed
in this leaflet. See section 4.

What is in this leaflct

What Thiotepa Riemser is and what it is used for

What you need to know before you use Thiotepa Riemser
How to use Thiotepa Riemser

Possible side effects

How to store Thiotepa Riemser

Contents of the pack and other information

el S

1. What Thiotepa Riemser is and what it is used for

Thiotepa Riemser contains the active substance thiotepa, which belongs to a group of medicines called
alkylating agents.

Thiotepa Riemser is used to prepare patients for bone marrow transplantation. It works by destroying
bone marrow cells. This enables the transplantation of new bone marrow cells (haematopoietic
progenitor cells), which in turn enable the body to produce healthy blood cells.

Thiotepa Riemser can be used in adults and children and adolescents.

2, What you need to know before you use Thiotepa Riemser

Do not use Thiotepa Riemser

- if you are allergic to thiotepa,

- if you are pregnant or think you may be pregnant,

- if you are breast-feeding,

- if you are receiving yellow fever vaccination, live virus and bacterial vaccines,

Warning and precautions

You should tell your doctor if you have:

- liver or kidney problems,

- heart or lung problems,

- seizures/fits (epilepsy) or have had them in the past (if treated with phenytoin or fosphenytoin).

Because Thiotepa Riemser destroys bone marrow cells responsible for producing blood cells, regular
blood tests will be taken during treatment to check your blood cell counts.

In order to prevent and manage infections, you will be given anti-infectives.

Thiotepa Riemser may cause another type of cancer in the future. Your doctor will discuss this risk
with you.
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Other medicines and Thiotepa Riemser
Tell your doctor if you are taking, have recently taken or might take any other medicines.

Pregnancy, breast-feeding and fertility
You must tell your doctor if you are pregnant or you think you may be pregnant before you receive
Thiotepa Riemser. You must not use Thiotepa Riemser during pregnancy.

Both women and men using Thiotepa Riemser must use effective contraceptive methods during
treatment. Men should not father a child while treated and during the year after cessation of treatment.

It is not known whether this medicinal product is excreted in breast milk. As a precautionary measure,
women must not breast-feed during treatment with Thiotepa Riemser.

Thiotepa Riemser can impair male and female fertility. Male patients should seek advice for sperm
preservation before therapy is started.

Driving and using machines
It is likely that certain side effects of thiotepa like dizziness, headache and blurred vision could affect
your ability to drive and use machines. If you notice such side effects, do not drive or use machines.

3. How to use Thiotepa Riemser
Your doctor will calculate the dose according to your body surface or weight and your disease.

How Thiotepa Riemser is given
Thiotepa Riemser is administered by a qualified healthcare professional as an intravenous infusion
(drip in a vein) after dilution of the individual vial. Each infusion will last 2 - 4 hours.

Frequency of administration
You will receive your infusions every 12 or 24 hours. The duration of treatment can last up to 5 days.
Frequency of administration and duration of treatment depend on your disease.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

The most serious side effects of Thiotepa Riemser therapy or the transplant procedure may include

- decrease in circulating blood cell counts (intended effect of the medicine to prepare you for your
transplant infusion)

- infection

- liver disorders including blocking of a liver vein

- the graft attacks your body (graft versus host disease)

- respiratory complications

Your doctor will monitor your blood counts and liver enzymes regularly to detect and manage these

events.

Other side effects of Thiotepa Riemser, which may occur with certain frequencies, are listed as
follows:

Very common side effects (may affect more than 1 in 10 people)

- increased susceptibility to infection

- whole-body inflammatory state (sepsis)

- decreased counts of white blood cells, platelets and red blood cells (anaemia)
- the transplanted cells attack your body (graft versus host disease)
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- dizziness, headache, blurred vision

- uncontrolled shaking of the body (convulsion)

- sensation of tingling, pricking or numbness (paraesthesia)
- partial loss of movement

- cardiac arrest

- nausea, vomiting, diarrhoea

- inflammation of the mucosa of the mouth (mucositis)
- irritated stomach, gullet, intestine

- inflammation of the colon

- anorexia, decreased appetite

- high glucose in the blood

- skin rash, itching, shedding

B skin colour disorder (do not confuse with jaundice - see below)
- redness of the skin (erythema)

- hair loss

- back and abdominal pain, pain

- muscle and joint pain

- abnormal electrical activity in the heart (arrhythmia)
- inflammation of lung tissue

- enlarged liver

- altered organ function

B blocking of a liver vein (veno-occlusive sisease, VOD)
- yellowing of the skin and eyes (jaundice)

- hearing impaired

- lymphatic obstruction

- high blood pressure

- increased liver, renal and digestive enzymes

- abnormal blood electrolytes

- weight gain

- fever, general weakness, chills

- bleeding (haemorrhage)

- nasal bleeding

- general swelling due to fluid retention (oedema)

- pain or inflammation at the injection site

- eye infection (conjunctivitis)

- decreased sperm cell count

- vaginal bleeding

- absence of menstrual periods (amenorrhea)

- memory loss

- delaying in weight and height increase

- bladder disfunction

- underproduction of testosterone

- insufficient production of thyroid hormone

- deficient activity of the pituitary gland

- confusional state

Common side effects (may affect up to 1 in 10 people)
- anxiety, confusion

- abnormal bulging outward of one of the arteries in the brain (intracranial aneurysm)
- creatinine elevated

- allergic reactions

- occlusion of a blood vessel (embolism)

- heart rhythm disorder

- heart inability

- cardiovascular inability

- oxygen deficiency

- fluid accumulation in the lungs (pulmonary oedema)
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- pulmonary bleeding

- respiratory arrest
- blood in the urine (haematuria) and moderate renal insufficiency
- inflammation of the urinary bladder

- discomfort in urination and decrease in urine output (disuria and oliguria)
- increase in the amount of nitrogen components in the blood stream
- cataract

- inability of the liver

- cerebral haemorrhage

- cough

- constipation and upset stomach

- obstruction of the bowel

- perforation of stomach

- changes in muscle tone

- gross lack of coordination of muscle movements

- bruises due to a low platelet count

- menopausal symptoms

- cancer (second primary malignancies)

- abnormal brain function

- male and female infertility

Uncommon side effects (may affect up to 1 in 100 people)

- inflammation and exfoliation of the skin (erythrodermic psoriasis)
- delirium, nervousness, hallucination, agitation

- gastrointestinal ulcer

- inflammation of the muscular tissue of the heart (myocarditis)

- abnormal heart condition (cardiomyopathy)

Not known (frequency cannot be estimated from the available data)

- increased blood pressure in the arteries (blood vessels) of the lungs (pulmonary arterial
hypertension)

- severe skin damage (e.g. severe lesions, bullae, etc.) potentially involving the full body surface
which can be even life-threatening

- damage to a component of the brain (the so-called white matter) which can be even life-
threatening (leukoencephalopathy)

Reporting of side effects
If you get any side effects, talk to your doctor or nurse. This includ
listed in this leaflet. You can also report side effects dlrectly via i'

s

5, Ilow to store Thiotepa Riemser
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and vial label, after EXP.
The expiry date refers to the last day of that month.

Store and transport refrigerated (2 °C — 8 °C).
Do not freeze.

After reconstitution the product is stable for 8 hours when stored at 2 °C — 8 °C.

After dilution the product is stable for 24 hours when stored at 2 °C — 8 °C and for 4 hours when
stored at 25 °C. From a microbiological point of view, the product should be used immediately.
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Any unused product or waste material should be disposed of in accordance with local requirements.

6.  Contents of the pack and other information

What Thiotepa Riemser contains

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion

- The active substance is thiotepa. One vial contains 15 mg thiotepa. After reconstitution, each
mL contains 10 mg thiotepa (10 mg/mL).

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion
- The active substance is thiotepa. One vial contains 100 mg thiotepa. After reconstitution, each
mL contains 10 mg thiotepa (10 mg/mL).

- Thiotepa Riemser does not contain any other ingredients.
What Thiotepa Riemser looks like and contents of the pack

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Thiotepa Riemser is a white crystalline powder supplied in a glass vial containing 15 mg thiotepa.

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

Thiotepa Riemser is a white crystalline powder supplied in a glass vial containing 100 mg thiotepa.

Each carton contains 1 vial.

Marketing Authorisation Holder
Esteve Pharmaceuticals GmbH
Hohenzollerndamm 150-151
14199 Berlin

Germany

Manufacturer

HWI development GmbH
Straburger Str. 77

77767 Appenweier
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Eurocept Pharmaceuticals UAB ARMILA
Pays-Bas/Nederland/Niederlande Lietuva

Tél/Tel: +31 35 528 8377 Tel: +370- (0) 5 2777596
info@eurocept.nl info@armila.com

Buarapus Luxembourg/Luxemburg
Thrive Pharma Ltd. Eurocept Pharmaceuticals
Bearapus Pays-Bas/Nederland/Niederlande
Ten.: +359 2 878 05 43 Tél/Tel: +31 35 528 8377
office@thrivepharmabg.com info@eurocept.nl



Cesk4 republika

LERAM pharmaceuticals s.r.o.
Ceskaé republika

Tel: +420 513 035 442
info@leram-pharma.cz

Danmark
CampusPharma AB
Sverige

TIf: +46 31 205020
info@campuspharma.se

Deutschland

Esteve Pharmaceuticals GmbH
Deutschland

Tel: +49-(0) 30 338427-0
info.germany@esteve.com

Eesti

AUXILIA Pharma QU
Eesti

Tel: +372 605 00 05
info@auxiliapharma.eu

E)LGda

Esteve Pharmaceuticals GmbH
leppavia

TnA: +49-(0) 30 338427-0
info.germany@esteve.com

Espaiia

Esteve Pharmaceuticals, S.A.
Espaiia

Tel: +34 93 446 60 00

France

KEOCYT

France

Tél: +33 1423107 10
contact@keocyt.com

Hrvatska

MEDIS Adria d.o.o.
Hrvatska

Tel: +385 1 2303 446
info@medisadria.hr

Ircland

Esteve Pharmaceuticals GmbH
Germany

Tel: +49-(0) 30 338427-0
info.germany@esteve.com
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Magyarorszag
SANATIS Europe Kft.
Magyarorszag

Tel.: +36- (0) 23 367 673
office@sanatis.hu

Malta

Esteve Pharmaceuticals GmbH
II-Germanja

Tel: +49-(0) 30 338427-0
info.germany@esteve.com

Nederland

Eurocept Pharmaceuticals
Nederland

Tel: +31 35 528 8377
info@eurocept.nl

Norge

CampusPharma AB
Sverige

TIf: +46 31 205020
info@campuspharma.se

Osterreich

AGEA Pharma GmbH
Osterreich

Tel: +43-(0) 1 336 01 41
office@ageapharma.com

Polska

COPHARMA JOSEPH RAKQTO
Polska

Tel.: +48 691 702 426
joseph.rakoto@copharma.pl

Portugal

Esteve Pharmaceuticals GmbH
Alemanha

Tel: +49-(0) 30 338427-0
info.germany@esteve.com

Romainia

SANATIS Europe Kft.
Ungaria

Tel: +36-(0) 23 367 673
office(@sanatis.hu

Slovenija

MEDIS d.o.o.

Slovenija

Tel: +386- (0) 1 589 69 00
info@medis.si



Island

CampusPharma AB
Svipjod

Simi: +46 31 205020
info@campuspharma.se

Italia

Esteve Pharmaceuticals GmbH
Germania

Tel: +49-(0) 30 338427-0
info.germany@esteve.com

Kinpog

Esteve Pharmaceuticals GmbH
Teppovia

TnA: +49-(0) 30 338427-0
info.germany@esteve.com

Latvija
Auxilia Pharma OU
Estija

Tel: +372 605 00 05
info@auxiliapharma.eu

This leaflet was last revised in {MM/YYYY}.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

Slovenskd republika
LERAM pharmaceuticals s.r.0.
Cesk4 republika

Tel: +420 513 035 442
info@leram-pharma.cz

Suomi/Finland
CampusPharma AB
Ruotsi

Puh/Tel: +46 31 205020
info@campuspharma.se

Sverige
CampusPharma AB
Sverige

Tel: +46 31 205020
info@campuspharma.se

United Kingdom (Northern Ireland)
Esteve Pharmaceuticals GmbH
Germany

Tel: +49-(0) 30 338427-0
info.germany@esteve.com

The following information is intended for healthcare professionals only:

PREPARATION GUIDE

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

thiotepa

Read this guide prior to the preparation and administration of Thiotepa Riemser.

1. PRESENTATION

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion

Thiotepa Riemser is supplied as 15 mg powder for concentrate for solution for infusion.

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

Thiotepa Riemser is supplied as 100 mg powder for concentrate for solution for infusion.

Thiotepa Riemser must be reconstituted and diluted prior to administration.



2. SPECIAL PRECAUTIONS FOR DISPOSAL AND OTHER HANDLING

General

Procedures for proper handling and disposal of anticancer medicinal products should be considered.
All transfer procedures require strict adherence to aseptic techniques, preferably employing a vertical
laminar flow safety hood.

As with other cytotoxic compounds, caution need to be exercised in handling and preparation of
Thiotepa Riemser solutions to avoid accidental contact with skin or mucous membranes. Topical
reactions associated with accidental exposure to thiotepa may occur. In fact, the use of gloves is
recommended in preparing the solution for infusion. If thiotepa solution accidentally contacts the skin,
immediately the skin must be thoroughly washed with soap and water. If thiotepa accidentally contacts
mucous membranes, they must be flushed thoroughly with water.

Calculation of dose of Thiotepa Riemser

Thiotepa Riemser is administered at different doses in combination with other chemotherapeutic
medicinal products in patients prior to conventional haematopoietic progenitor cell transplantation
(HPCT) for haematological diseases or solid tumours.

Thiotepa Riemser posology is reported, in adult and paediatric patients, according to the type of HPCT
(autologous or allogeneic) and disease.

Posology in adults

AUTOLOGOUS HPCT

IMaematological diseases

The recommended dose in haematological diseases ranges from 125 mg/m*day (3.38 mg/kg/day) to
300 mg/m?/day (8.10 mg/kg/day) as a single daily infusion, administered from 2 up to 4 consecutive
days before autologous HPCT depending on the combination with other chemotherapeutic medicinal
products, without exceeding the total maximum cumulative dose of 900 mg/m? (24.32 mg/kg), during
the time of the entire conditioning treatment.

LYMPHOMA

The recommended dose ranges from 125 mg/m?/day (3.38 mg/kg/day) to 300 mg/m*/day

(8.10 mg/kg/day) as a single daily infusion, administered from 2 up to 4 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 900 mg/m’ (24.32 mg/kg), during the time
of the entire conditioning treatment.

CENTRAL NERVOUS SYSTEM (CNS) LYMPHOMA

The recommended dose is 185 mg/m%day (5 mg/kg/day) as a single daily infusion, administered for 2
consecutive days before autologous HPCT, without exceeding the total maximum cumulative dose of
370 mg/m? (10 mg/kg), during the time of the entire conditioning treatment.

MULTIPLE MYELOMA

The recommended dose ranges from 150 mg/m?/day (4.05 mg/kg/day) to 250 mg/m?*/ day

(6.76 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 750 mg/m?* (20.27 mg/kg), during the time of the
entire conditioning treatment.

Solid tumours

The recommended dose in solid tumours ranges from 120 mg/m?/day (3.24 mg/kg/day) to

250 mg/m*/day (6.76 mg/kg/day) divided in one or two daily infusions, administered from 2 up to 5
consecutive days before autologous HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 800 mg/m?

(21.62 mg/kg), during the time of the entire conditioning treatment.

37



BREAST CANCER

The recommended dose ranges from 120 mg/m*day (3.24 mg/kg/day) to 250 mg/m*/day

(6.76 mg/kg/day) as a single daily infusion, administered from 3 up to 5 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 800 mg/m? (21.62 mg/kg), during the time
of the entire conditioning treatment.

CNS TUMOURS

The recommended dose ranges from 125 mg/m*day (3.38 mg/kg/day) to 250 mg/m?/day

(6.76 mg/kg/day) divided in one or two daily infusions, administered from 3 up to 4 consecutive days
before autologous HPCT depending on the combination with other chemotherapeutic medicinal
products, without exceeding the total maximum cumulative dose of 750 mg/m? (20.27 mg/kg), during
the time of the entire conditioning treatment.

OVARIAN CANCER

The recommended dose is 250 mg/m?¥day (6.76 mg/kg/day) as a single daily infusion, administered in
2 consecutive days before autologous HPCT, without exceeding the total maximum cumulative dose
of 500 mg/m?(13.51 mg/kg), during the time of the entire conditioning treatment.

GERM CELL TUMOURS

The recommended dose ranges from 150 mg/m*/day (4.05 mg/kg/day) to 250 mg/m?/day

(6.76 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 750 mg/m? (20.27 mg/kg), during the time of the
entire conditioning treatment.

ALLOGENEIC HPCT
Haematological diseases

The recommended dose in haematological diseases ranges from 185 mg/m?/day (5 mg/kg/day) to

481 mg/m*day (13 mg/kg/day) divided in one or two daily infusions, administered from lupto3
consecutive days before allogeneic HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 555 mg/m? (15 mg/kg),
during the time of the entire conditioning treatment.

LYMPHOMA

The recommended dose in lymphoma is 370 mg/m?/day (10 mg/kg/day) divided in two daily infusions
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 370 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

MULTIPLE MYELOMA

The recommended dose is 185 mg/m%day (5 mg/kg/day) as a single daily infusion before allogeneic
HPCT, without exceeding the total maximum cumulative dose of 185 mg/m’ (5 mg/kg), during the
time of the entire conditioning treatment.

LEUKAEMIA

The recommended dose ranges from 185 mg/m%day (5 mg/kg/day) to 481 mg/m*/day (13 mg/kg/day)
divided in one or two daily infusions, administered from 1 up to 2 consecutive days before allogeneic
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 555 mg/m? (15 mg/kg), during the time of the entire
conditioning treatment.

THALASSEMIA

The recommended dose is 370 mg/m?day (10 mg/kg/day) divided in two daily infusions, administered
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 370 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.
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Posology in paediatric patients
AUTOLOGOUS HPCT

Solid tumours

The recommended dose in solid tumours ranges from 150 mg/m¥day (6 mg/kg/day) to 350 mg/m*day
(14 mg/kg/day) as a single daily infusion, administered from 2 up to 3 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 1 050 mg/m? (42 mg/kg), during the time of
the entire conditioning treatment.

CNS TUMOURS

The recommended dose ranges from 250 mg/m?/day (10 mg/kg/day) to 350 mg/m?*/day

(14 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 1 050 mg/m? (42 mg/kg), during the time of the
entire conditioning treatment.

ALLOGENEIC HPCT
Haematological discases

The recommended dose in haematological diseases ranges from 125 mg/m%day (5 mg/kg/day) to

250 mg/m?/day (10 mg/kg/day) divided in one or two daily infusions, administered from 1 up to 3
consecutive days before allogeneic HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 375 mg/m?* (15 mg/kg),
during the time of the entire conditioning treatment.

LEUKAEMIA

The recommended dose is 250 mg/m?/day (10 mg/kg/day) divided in two daily infusions, administered
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 250 mg/m’

(10 mg/kg), during the time of the entire conditioning treatment.

THALASSEMIA

The recommended dose ranges from 200 mg/m?/day (8 mg/kg/day) to 250 mg/m?/day (10 mg/kg/day)
divided in two daily infusions, administered before allogeneic HPCT without exceeding the total
maximum cumulative dose of 250 mg/m? (10 mg/kg), during the time of the entire conditioning
treatment.

REFRACTORY CYTOPENIA

The recommended dose is 125 mg/m?/day (5 mg/kg/day) as a single daily infusion, administered for 3
consecutive days before allogeneic HPCT, without exceeding the total maximum cumulative dose of
375 mg/m? (15 mg/kg), during the time of the entire conditioning treatment.

GENETIC DISEASES

The recommended dose is 125 mg/m?/day (5 mg/kg/day) as a single daily infusion, administered for 2
consecutive days before allogeneic HPCT, without exceeding the total maximum cumulative dose of
250 mg/m? (10 mg/kg), during the time of the entire conditioning treatment.

SICKLE CELL ANAEMIA

The recommended dose is 250 mg/m?¥day (10 mg/kg/day) divided in two daily infusions, administered
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 250 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

Reconstitution

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Thiotepa Riemser must be reconstituted with 1.5 mL of sterile water for injections.
Using a syringe fitted with a needle, aseptically withdraw 1.5 mL of sterile water for injections.

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion
Thiotepa Riemser must be reconstituted with 10 mL of sterile water for injections.
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Using a syringe fitted with a needle, aseptically withdraw 10 mL of sterile water for injections.

Inject the content of the syringe into the vial through the rubber stopper.

Remove the syringe and the needle and mix manually by repeated inversions.

Only colourless solutions, without any particulate matter, must be used. Reconstituted solutions may
occasionally show opalescence; such solutions can still be administered.

Further dilution in the infusion bag

The reconstituted solution is hypotonic and must be further diluted prior to administration with

500 mL sodium chloride 9 mg/mL (0.9%) solution for injection (1 000 mL if the dose is higher than
500 mg) or with an appropriate volume of sodium chloride 9 mg/mL (0.9%) in order to obtain a final
Thiotepa Riemser concentration between 0.5 and 1 mg/mL.

Administration
Thiotepa Riemser infusion solution should be inspected visually for particulate matter prior to
administration. Solutions containing a precipitate should be discarded.

The infusion solution must be administered to patients using an infusion set equipped with a 0.2 um
in-line filter. Filtering does not alter solution potency.

Thiotepa Riemser should be aseptically administered as a 2 - 4 hours infusion under room temperature
(about 25 °C) and normal light conditions.

Prior to and following each infusion, the indwelling catheter line should be flushed with
approximately 5 mL sodium chloride 9 mg/mL (0.9%) solution for injection.

Disposal
Thiotepa Riemser is for single use only.
Any unused product or waste material should be disposed of in accordance with local requirements.

40



VA ) 19599/02/2
%’P SE L AOKL

ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT
Thiotepa Riemser 15 mg powder for concentrate for solution for infusion

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

2; QUALITATIVE AND QUANTITATIVE COMPOSITION

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion

One vial of powder contains 15 mg thiotepa.

After reconstitution with 1.5 mL of water for injections, each mL of solution contains 10 mg thiotepa
(10 mg/mL).

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion

One vial of powder contains 100 mg thiotepa.

After reconstitution with 10 mL of water for injections, each mL of solution contains 10 mg thiotepa
(10 mg/mL).

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Powder for concentrate for solution for infusion (powder for concentrate).

White crystalline powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Thiotepa Riemser is indicated, in combination with other chemotherapy medicinal products:

® with or without total body irradiation (TBI), as conditioning treatment prior to allogeneic or
autologous haematopoietic progenitor cell transplantation (HPCT) in haematological diseases in
adult and paediatric patients;

. when high dose chemotherapy with HPCT support is appropriate for the treatment of solid
tumours in adult and paediatric patients.

4.2  Posology and method of administration

Thiotepa Riemser administration must be supervised by a physician experienced in conditioning
treatment prior to haematopoietic progenitor cell transplantation.

Posology

Thiotepa Riemser is administered at different doses, in combination with other chemotherapeutic
medicinal products, in patients with haematological diseases or solid tumours prior to HPCT.

Thiotepa Riemser posology is reported, in adult and paediatric patients, according to the type of HPCT
(autologous or allogeneic) and disease.



Adults
AUTOLOGOUS HPCT
Haematological diseases

The recommended dose in haematological diseases ranges from 125 mg/m*/day (3.38 mg/kg/day) to
300 mg/m?/day (8.10 mg/kg/day) as a single daily infusion, administered from 2 up to 4 consecutive
days before autologous HPCT depending on the combination with other chemotherapeutic medicinal
products, without exceeding the total maximum cumulative dose of 900 mg/m* (24.32 mg/kg). during
the time of the entire conditioning treatment.

LYMPHOMA

The recommended dose ranges from 125 mg/m*day (3.38 mg/kg/day) to 300 mg/m’/day

(8.10 mg/kg/day) as a single daily infusion, administered from 2 up to 4 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 900 mg/m* (24.32 mg/kg), during the time
of the entire conditioning treatment.

CENTRAL NERVOUS SYSTEM (CNS) LYMPHOMA

The recommended dose is 185 mg/m?/day (5 mg/kg/day) as a single daily infusion, administered for 2
consecutive days before autologous HPCT, without exceeding the total maximum cumulative dose of
370 mg/m? (10 mg/kg), during the time of the entire conditioning treatment.

MULTIPLE MYELOMA

The recommended dose ranges from 150 mg/m*/day (4.05 mg/kg/day) to 250 mg/m?*/day

(6.76 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 750 mg/m? (20.27 mg/kg), during the time of the
entire conditioning treatment.

Solid tumours

The recommended dose in solid tumours ranges from 120 mg/m*/day (3.24 mg/kg/day) to

250 mg/m?/day (6.76 mg/kg/day) divided in one or two daily infusions, administered from 2 up to 5
consecutive days before autologous HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 800 mg/m?

(21.62 mg/kg), during the time of the entire conditioning treatment.

BREAST CANCER

The recommended dose ranges from 120 mg/m?/day (3.24 mg/kg/day) to 250 mg/m*/day

(6.76 mg/kg/day) as a single daily infusion, administered from 3 up to 5 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 800 mg/m? (21.62 mg/kg). during the time
of the entire conditioning treatment.

CNS TUMOURS

The recommended dose ranges from 125 mg/m?/day (3.38 mg/kg/day) to 250 mg/m*/day

(6.76 mg/kg/day) divided in one or two daily infusions, administered from 3 up to 4 consecutive days
before autologous HPCT depending on the combination with other chemotherapeutic medicinal
products, without exceeding the total maximum cumulative dose of 750 mg/m? (20.27 mg/kg), during
the time of the entire conditioning treatment.

OVARIAN CANCER

The recommended dose is 250 mg/m?*/day (6.76 mg/kg/day) as a single daily infusion, administered in
2 consecutive days before autologous HPCT, without exceeding the total maximum cumulative dose
of 500 mg/m* (13.51 mg/kg), during the time of the entire conditioning treatment.

GERM CELL TUMOURS

The recommended dose ranges from 150 mg/m?*/day (4.05 mg/kg/day) to 250 mg/m*/day

(6.76 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 750 mg/m? (20.27 mg/kg), during the time of the
entire conditioning treatment.



ALLOGENEIC HPCT

Haematological diseases

The recommended dose in haematological diseases ranges from 185 mg/m*day (5 mg/kg/day) to

481 mg/m*/day (13 mg/kg/day) divided in one or two daily infusions, administered from 1 up to 3
consecutive days before allogeneic HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 555 mg/m?* (15 mg/kg),
during the time of the entire conditioning treatment.

LYMPHOMA

The recommended dose in lymphoma is 370 mg/m*/day (10 mg/kg/day) divided in two daily infusions
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 370 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

MULTIPLE MYELOMA

The recommended dose is 185 mg/m?¥day (5 mg/kg/day) as a single daily infusion before allogeneic
HPCT, without exceeding the total maximum cumulative dose of 185 mg/m’ (5 mg/kg), during the
time of the entire conditioning treatment.

LEUKAEMIA

The recommended dose ranges from 185 mg/m¥day (5 mg/kg/day) to 481 mg/m*/day (13 mg/kg/day)
divided in one or two daily infusions, administered from 1 up to 2 consecutive days before allogeneic
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 555 mg/m’® (15 mg/kg), during the time of the entire
conditioning treatment.

THALASSEMIA

The recommended dose is 370 mg/m*/day (10 mg/kg/day) divided in two daily infusions, administered
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 370 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

Paediatric population

AUTOLOGOUS HPCT
Solid tumours

The recommended dose in solid tumours ranges from 150 mg/m*/day (6 mg/kg/day) to 350 mg/m*/day
(14 mg/kg/day) as a single daily infusion, administered from 2 up to 3 consecutive days before
autologous HPCT depending on the combination with other chemotherapeutic medicinal products,
without exceeding the total maximum cumulative dose of 1 050 mg/m* (42 mg/kg), during the time of
the entire conditioning treatment.

CNS TUMOURS

The recommended dose ranges from 250 mg/m*/day (10 mg/kg/day) to 350 mg/m?*/day

(14 mg/kg/day) as a single daily infusion, administered for 3 consecutive days before autologous
HPCT depending on the combination with other chemotherapeutic medicinal products, without
exceeding the total maximum cumulative dose of 1 050 mg/m* (42 mg/kg), during the time of the
entire conditioning treatment.

ALLOGENEIC HPCT
Haematological diseases

The recommended dose in haematological diseases ranges from 125 mg/m*/day (5 mg/kg/day) to

250 mg/m*/day (10 mg/kg/day) divided in one or two daily infusions, administered from 1 up to 3
consecutive days before allogeneic HPCT depending on the combination with other chemotherapeutic
medicinal products, without exceeding the total maximum cumulative dose of 375 mg/m* (15 mg/kg),
during the time of the entire conditioning treatment.



LEUKAEMIA

The recommended dose is 250 mg/m?/day (10 mg/kg/day) divided in two daily infusions, administered
before allogenecic HPCT, without exceeding the total maximum cumulative dose of 250 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

THALASSEMIA

The recommended dose ranges from 200 mg/m?*/day (8 mg/kg/day) to 250 mg/m?*/day (10 mg/kg/day)
divided in two daily infusions, administered before allogeneic HPCT without exceeding the total
maximum cumulative dose of 250 mg/m? (10 mg/kg), during the time of the entire conditioning
(reatment.

REFRACTORY CYTOPENIA

The recommended dose is 125 mg/m*/day (5 mg/kg/day) as a single daily infusion, administered for 3
consecutive days before allogencic HPCT, without exceeding the total maximum cumulative dose of
375 mg/m? (15 mg/kg), during the time of the entire conditioning treatment.

GENETIC DISEASES

The recommended dose is 125 mg/m?/day (5 mg/kg/day) as a single daily infusion, administered for 2
consecutive days before allogeneic HPCT, without exceeding the total maximum cumulative dose of
250 mg/m?* (10 mg/kg), during the time of the entire conditioning treatment.

SICKLE CELL ANAEMIA

The recommended dose is 250 mg/m*/day (10 mg/kg/day) divided in two daily infusions, administered
before allogeneic HPCT, without exceeding the total maximum cumulative dose of 250 mg/m?

(10 mg/kg), during the time of the entire conditioning treatment.

Special populations

Renal impairment

Studies in renally impaired patients have not been conducted. As thiotepa and its metabolites are
poorly excreted in the urine, dose modification is not recommended in patients with mild or moderate
renal insufficiency. However, caution is recommended (see sections 4.4 and 5.2);

Hepatic impairment

Thiotepa has not been studied in patients with hepatic impairment. Since thiotepa is mainly
metabolised through the liver, caution needs to be exercised when thiotepa is used in patients with
pre-existing impairment of liver function, especially in those with severe hepatic impairment. Dose
modification is not recommended for transient alterations of hepatic parameters (see section 4.4).

Elderly

The administration of thiotepa has not been specifically investigated in elderly patients. However, in
clinical studies, a proportion of patients over the age of 65 received the same cumulative dose as the
other patients. No dose adjustment was deemed necessary,

Method of administration
Thiotepa Riemser is for intravenous use. It must be administered by a qualified healthcare professional
as a 2 - 4 hours intravenous infusion via a central venous catheter.

Each vial of 15 mg thiotepa must be reconstituted with 1.5 mL of sterile water for injections.
Each vial of 100 mg thiotepa must be reconstituted with 10 mL of sterile water for injections.

The total volume of reconstituted vials to be administered should be further diluted in 500 mL of
sodium chloride 9 mg/mL (0.9%) solution for injection prior to administration (1 000 mL if the dose is
higher than 500 mg). In paediatric patients, if the dose is lower than 250 mg, an appropriate volume of
sodium chloride 9 mg/mL (0.9%) solution for injection may be used in order to obtain a final Thiotepa
Riemser concentration between 0.5 and 1 mg/mL. For instructions on reconstitution and further
dilution prior to administration, see section 6.6.



Precautions to be taken before handling or administering the medicinal product

Topical reactions associated with accidental exposure to thiotepa may occur. Therefore, the use of
gloves is recommended in preparing the solution for infusion. If thiotepa solution accidentally contacts
the skin, the skin must be immediately thoroughly washed with soap and water. If thiotepa
accidentally contacts mucous membranes, they must be flushed thoroughly with water (see section
6.6).

4.3 Contraindications

Hypersensitivity to the active substance.
Pregnancy and lactation (see section 4.6).
Concomitant use with yellow fever vaccine and with live virus and bacterial vaccines (see section 4.5).

4.4  Special warnings and precautions for use

The consequence of treatment with thiotepa at the recommended dose and schedule is profound
myelosuppression, occurring in all patients. Severe granulocytopenia. thrombocytopenia, anaemia or
any combination thereof may develop. Frequent complete blood counts, including differential white
blood cell counts, and platelet counts need to be performed during the treatment and until recovery is
achieved. Platelet and red blood cell support, as well as the use of growth factors such as
Granulocyte-colony stimulating factor (G-CSF), should be employed as medically indicated. Daily
white blood cell counts and platelet counts are recommended during therapy with thiotepa and after
transplant for at least 30 days.

Prophylactic or empiric use of anti-infectives (bacterial, fungal, viral) should be considered for the
prevention and management of infections during the neutropenic period.

Thiotepa has not been studied in patients with hepatic impairment. Since thiotepa is mainly
metabolised through the liver, caution needs to be observed when thiotepa is used in patients with
pre-existing impairment of liver function, especially in those with severe hepatic impairment. When
treating such patients it is reccommended that serum transaminase, alkaline phosphatase and bilirubin
are monitored regularly following transplant, for carly detection of hepatotoxicity.

Patients who have received prior radiation therapy, greater than or equal to three cycles of
chemotherapy, or prior progenitor cell transplant may be at an increased risk of hepatic veno-occlusive
disease (see section 4.8).

Caution must be used in patients with history of cardiac diseases, and cardiac function must be
monitored regularly in patients receiving thiotepa.

Caution must be used in patients with history of renal discases and periodic monitoring of renal
function should be considered during therapy with thiotepa.

Thiotepa might induce pulmonary toxicity that may be additive to the effects produced by other
cytotoxic agents (busulfan, fludarabine and cyclophosphamide) (see section 4.8).

Previous brain irradiation or craniospinal irradiation may contribute to severe toxic reactions (e.g.
encephalopathy).

The increased risk of a secondary malignancy with thiotepa, a known carcinogen in humans, must be
explained to the patient.

Concomitant use with live attenuated vaccines (except yellow fever vaccines), phenytoin and
fosphenytoin is not recommended (see section 4.5).



Thiotepa must not be concurrently administered with cyclophosphamide when both medicinal
products are present in the same conditioning treatment. Thiotepa Riemser must be delivered after the
completion of any cyclophosphamide infusion (see section 4.5).

During the concomitant use of thiotepa and inhibitors of CYP2B6 or CYP3 A4, patients should be
carefully monitored clinically (see section 4.5).

As most alkylating agents, thiotepa might impair male or female fertility. Male patients should seek
for sperm cryopreservation before therapy is started and should not father a child while treated and
during the year after cessation of treatment (see section 4.6).

4.5 Interactions with other medicinal products and other forms of interaction

Specific interactions with thiotepa

Live virus and bacterial vaccines must not be administered to a patient receiving an
immunosuppressive chemotherapeutic agent and at least three months must elapse between
discontinuation of therapy and vaccination.

Thiotepa appears to be metabolised via CYP2B6 and CYP3A4. Co-administration with inhibitors of
CYP2B6 (for example clopidogrel and ticlopidine) or CYP3A4 (for example azole antifungals,
macrolides like erythromycin, clarithromycin, telithromycin, and protease inhibitors) may increase the
plasma concentrations of thiotepa and potentially decrease the concentrations of the active metabolite
TEPA. Co-administration of inducers of cytochrome P450 (such as rifampicin, carbamazepine,
phenobarbital) may increase the metabolism of thiotepa leading to increased plasma concentrations of
the active metabolite. Therefore, during the concomitant use of thiotepa and these medicinal products,
patients should be carefully monitored clinically.

Thiotepa is a weak inhibitor for CYP2B6, and may thereby potentially increase plasma concentrations
of substances metabolised via CYP2B6, such as ifosfamide, tamoxifen, bupropion, efavirenz and
cyclophosphamide. CYP2B6 catalyses the metabolic conversion of cyclophosphamide to its active
form 4-hydroxycyclophosphamide (4-OHCP) and co-administration of thiotepa may therefore lead to
decreased concentrations of the active 4-OHCP. Therefore, a clinical monitoring should be exercised
during the concomitant use of thiotepa and these medicinal products.

Contraindications of concomitant use
Yellow fever vaccine: risk of fatal generalised vaccine-induced disease.

More generally, live virus and bacterial vaccines must not be administered to a patient receiving an
immunosuppressive chemotherapeutic agent and at least three months must elapse between
discontinuation of therapy and vaccination.

Concomitant use not recommended
Live attenuated vaccines (except yellow fever): risk of systemic, possibly fatal disease. This risk is
increased in subjects who are already immunosuppressed by their underlying discase.

An inactivated virus vaccine should be used instead, whenever possible (poliomyelitis).

Phenytoin: risk of exacerbation of convulsions resulting from the decrease of phenytoin digestive
absorption by cytotoxic medicinal product or risk of toxicity enhancement and loss of efficacy of the
cytotoxic medicinal product due to increased hepatic metabolism by phenytoin.

Concomitant use to take into consideration
Cyclosporine, tacrolimus: excessive immunosuppression with risk of lymphoproliferation.

Alkylating chemotherapeutic agents, including thiotepa, inhibit plasma pseudocholinesterase by 35%
to 70%. The action of succinyl-choline can be prolonged by 5 to 15 minutes.



Thiotepa must not be concurrently administered with cyclophosphamide when both medicinal
products are present in the same conditioning treatment. Thiotepa Riemser must be delivered after the
completion of any cyclophosphamide infusion.

The concomitant use of thiotepa and other myelosuppressive or myelotoxic agents (i.e.
cyclophosphamide, melphalan, busulfan, fludarabine. treosulfan) may potentiate the risk of
haematologic adverse reactions due to overlapping toxicity profiles of these medicinal products.

Interaction common to all cytotoxic medicinal products

Due to the increase of thrombotic risk in case of malignancy, the use of anticoagulative treatment is
frequent. The high intra-individual variability of the coagulation state during malignancy, and the
potential interaction between oral anticoagulants and anticancer chemotherapy require, if it is decided
to treat the patient with oral anticoagulants, to increase the frequency of the INR (International
Normalised Ratio) monitoring.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing potential have to use effective contraception during treatment and a pregnancy
test should be performed before treatment is started. Male patients should not father a child while
treated and during the year after cessation of treatment (see section 5.3),

Pregnancy

There are no data on the use of thiotepa during pregnancy. In pre-clinical studies thiotepa, as most
alkylating agents, has been shown to cause embryofoetal lethality and teratogenicity (see section 5.3).
Therefore, thiotepa is contraindicated during pregnancy.

Breast-feeding

It is unknown whether thiotepa/metabolites are excreted in human milk. Due to its pharmacological
properties and its potential toxicity for breast-fed newborns/infants, breast-feeding is contraindicated
during treatment with thiotepa.

Fertility
As most alkylating agents, thiotepa might impair male and female fertility.
Male patients should seck for sperm cryopreservation before therapy is started (see section 5.3).

4.7  Effects on ability to drive and use machines

Thiotepa Riemser has major influence on the ability to drive and use machines. It is likely that certain
adverse reactions of thiotepa like dizziness, headache and blurred vision could affect these functions.

4.8 Undesirable effects

Summary of the safety profile

The safety of thiotepa has been examined through a review of adverse events reported in published
data from clinical studies. In these studies, a total of 6 588 adult patients and 902 paediatric patients
received thiotepa for conditioning treatment prior to haematopoietic progenitor cell transplantation.

Serious toxicities involving the haematologic, hepatic and respiratory systems were considered as
expected consequences of the conditioning regimen and transplant process. These include infection
and Graft-versus host discase (GvHD) which, although not directly related, were the major causes of
morbidity and mortality, especially in allogencic HPCT.

The most frequently adverse reactions reported in the different conditioning treatments including
thiotepa are: infections, cytopenia, acute GvHD and chronic GvHD, gastrointestinal disorders,
haemorrhagic cystitis, and mucosal inflammation,



Leukoencephalopathy

Cases of leukoencephalopathy have been observed following treatment with thiotepa in adult and
pacdiatric patients with multiple previous chemotherapies, including methotrexate and radiotherapy.
Some cases had a fatal outcome.

Tabulated list of adverse reactions

Adults

The adverse reactions considered at least possibly related to conditioning treatment including thiotepa,
reported in adult patients as more than an isolated case, are listed below by system organ class and by
frequency. Within each frequency grouping. undesirable effects are presented in order of decreasing

seriousness. Frequencies are defined as: very common (=1/10), common (=1/100 to <1/10),

uncommon (=1/1 000 to <1/100), rare (=1/10 000 to <1/1 000) very rare (<1/10 000), not known

(cannot be estimated from the available data).

System organ

class Very common Common Uncommon Not known
Infections and Infection susceptibility Toxic shock
infestations increased syndrome
Sepsis
Neoplasms benign, Treatment related
malignant and second malignancy
unspecified (incl.
cysts and polyps)
Blood and Leukopenia
lymphatic system Thrombocytopenia
disorders Febrile neutropenia
Anaemia
Pancytopenia
Granulocytopenia
Immune system Acute graft versus host | Hypersensitivity
disorders disease
Chronic graft versus
host disease
Endocrine Hypopituitarism
disorders
Metabolism and Anorexia
nutrition disorders | Decreased appetite
Hyperglycaemia
Psychiatric Confusional state Anxiety Delirium
disorders Mental status changes Nervousness
Hallucination
Agitation
Nervous system Dizziness Intracranial Leuko-
disorders Headache aneurysm encephalo-
Vision blurred Extrapyramidal pathy
Encephalopathy disorder
Convulsion Cognitive disorder
Paraesthesia Cerebral
haemorrhage
Eye disorders Conjunctivitis Cataract
Ear and labyrinth Hearing impaired
disorders Ototoxicity
Tinnitus




System organ
class

Very common

Common

Uncommon

Not known

Cardiac disorders

Arrhythmia

Tachycardia
Cardiac failure

Cardiomyopathy
Myocarditis

Vascular disorders | Lymphoedema Haemorrhage
Hypertension Embolism
Respiratory, Idiopathic pneumonia | Pulmonary ocdema Hypoxia
thoracic and syndrome Cough
mediastinal Epistaxis Pneumonitis
disorders
Gastrointestinal Nausea Constipation Gastrointestinal
disorders Stomatitis Gastrointestinal ulcer
Oesophagitis perforation
Vomiting Ileus
Diarrhoea
Dyspepsia
Abdominal pain
Enteritis
Colitis
Hepatobiliary Venoocclusive liver
disorders disease
Hepatomegaly
Jaundice
Skin and Rash Erythema Pigmentation Severe toxic
subcutancous tissue | Pruritus disorder skin
disorders Alopecia Erythrodermic reactions
psoriasis including
cases of
Stevens-
Johnson
syndrome
and toxic
epidermal
necrolysis
Musculoskeletal Back pain
and connective Myalgia
tissue disorders Arthralgia
Renal and urinary Cystitis haemorrhagic | Dysuria
disorders Oliguria
Renal failure
Cystitis
Haematuria
Reproductive Azoospermia Menopausal
system and breast Amenorrhoea symptoms
disorders Vaginal haemorrhage | Infertility female

Infertility male

General disorders
and administration
site conditions

Pyrexia

Asthenia

Chills

Generalised oedema
Injection site
inflammation
Injection site pain
Mucosal inflammation

Multi-organ failure
Pain
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Rystem organ Very common Common Uncommon Not known
class :
Investigation Weight increased Blood creatinine
Blood bilirubin increased
increased Blood urea
Transaminases increased
increased Gamma-
Blood amylase glutamyltransferase
increased increased
Blood alkaline
phosphatase
increased
Aspartate
aminotransferase
increased

Paediatric population

The adverse reactions considered at least possibly related to conditioning treatment including thiotepa,
reported in paediatric patients as more than an isolated case, are listed below by system organ class
and by frequency. Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness. Frequencies are defined as: very common (=1/10), common (=1/100 to <1/10),
uncommon (>1/1 000 to <1/100), rare (=1/10 000 to <1/1 000) very rare (<1/10 000), not known
(cannot be estimated from the available data).

Cerebral haemorrhage
Memory impairment
Paresis

System organ class Very common Common Not known
Infections and infestations Infection susceptibility Thrombocytopenic
increased purpura
Sepsis
Neoplasms benign, Treatment related
malignant and unspecified second
(incl. cysts and polyps) malignancy
Blood and lymphatic system | Thrombocytopenia
disorders Febrile neutropenia
Anaemia
Pancytopenia
Granulocytopenia
Immune system disorders Acute graft versus host
disease
Chronic graft versus host
disease
Endocrine disorders Hypopituitarism
Hypogonadism
Hypothyroidism
Metabolism and nutrition Anorexia
disorders Hyperglycaemia
Psychiatric disorders Mental status changes Mental disorder
due to a general
medical condition
Nervous system disorders Headache Ataxia Leuko-
Encephalopathy encephalopathy
Convulsion

Ear and labyrinth disorders

Hearing impaired

1




System organ class

Very common

Common

Not known

Cardiac disorders

Cardiac arrest

Cardiovascular
insufficiency
Cardiac failure

Vascular disorders

Haemorrhage

Hypertension

Respiratory, thoracic and
mediastinal disorders

Pneumonitis

Idiopathic
pneumonia
syndrome
Pulmonary
haemorrhage
Pulmonary
oedema

Epistaxis
Hypoxia
Respiratory arrest

Pulmonary
arterial
hypertension

Gastrointestinal disorders Nausea Enteritis
Stomatitis Intestinal
Vomiting obstruction
Diarrhoea
Abdominal pain

Hepatobiliary disorders

Venoocclusive liver disease

Liver failure

Skin and subcutaneous tissue
disorders

Rash

Erythema
Desquamation
Pigmentation disorder

Severe toxic
skin reactions
mncluding cases
of Stevens-
Johnson
syndrome and
toxic epidermal
necrolysis

Musculoskeletal and
connective tissue disorders

Growth retardation

Renal and urinary disorders

Bladder disorders

Renal failure

]

Blood creatinine increased
Aspartate aminotransferase
increased

Alanine aminotransferase
increased

Cystitis
haemorrhagic
General disorders and Pyrexia
administration site conditions | Mucosal inflammation
Pain
Multi-organ failure
Investigation Blood bilirubin increased Blood urea
Transaminases increased increased

Blood electrolytes
abnormal
Prothrombin time
ratio increased

_

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
edicinal product. Healthcare

allows continued monitoring of the benefit/risk balance of the m
professionals are asked to report an

listed in Appendix V.

4.9 Overdose

There is no experience with overdoses of thiotep

case of overdose is myeloablation and pancytopenia.
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a. The most important adverse reactions expected in



There is no known antidote for thiotepa.

The haematological status needs to be closely monitored and vigorous supportive measures instituted
as medically indicated.

5. PHARMACOLOGICAL PROPERTIES
5.1.  Pharmacodynamic properties
Pharmacotherapeutic group: Antineoplastic agents, alkylating agents, ATC code: LOIACO1

Mechanism of action

Thiotepa is a polyfunctional cytotoxic agent related chemically and pharmacologically to the nitrogen
mustard. The radiomimetic action of thiotepa is believed to occur through the release of ethylene
imine radicals that, as in the case of irradiation therapy, disrupt the bonds of DNA, e.g. by alkylation
of guanine at the N-7, breaking the linkage between the purine base and the sugar and liberating
alkylated guanine.

Clinical safety and efficacy

The conditioning treatment must provide cytoreduction and ideally disease eradication. Thiotepa has
marrow ablation as its dose-limiting toxicity, allowing significant dose escalation with the infusion of
autologous HPCT. In allogeneic HPCT, the conditioning treatment must be sufficiently
immunosuppressive and myeloablative to overcome host rejection of the graft. Due to its highly
myeloablative characteristics, thiotepa enhances recipient immunosuppression and myeloablation, thus
strengthening engraftment; this compensates for the loss of the GvHD-related GvL effects. As
alkylating agent, thiotepa produces the most profound inhibition of tumour cell growth in vitro with
the smallest increase in medicinal product concentration. Due to its lack of extramedullary toxicity
despite dose escalation beyond myelotoxic doses, thiotepa has been used for decades in combination
with other chemotherapy medicinal products prior to autologous and allogeneic HPCT.

The results of published clinical studies supporting the efficacy of thiotepa are summarised:

AUTOLOGOUS HPCT

Haematological diseases

Engrafiment: Conditioning treatments including thiotepa have proved to be myeloablative.

Disease fiee survival (DFS): An estimated 43% at five years has been reported, confirming that
conditioning treatments containing thiotepa following autologous HPCT are effective therapeutic
strategices for treating patients with haematological diseases.

Relapse: In all conditioning treatments containing thiotepa, relapse rates at more than 1 year have been
reported as being 60% or lower, which was considered by the physicians as the threshold to prove
efficacy. In some of the conditioning treatments evaluated, relapse rates lower than 60% have also
been reported at 5 years.

Overall survival (0S): OS ranged from 29% to 87% with a follow-up ranging from 22 up to

63 months.

Regimen related mortality (RRM) and transplant related mortality (TRM): RRM values ranging from
2.5% to 29% have been reported. TRM values ranged from 0% to 21% at 1 year, confirming the safety
of the conditioning treatment including thiotepa for autologous HPCT in adult patients with
haematological diseases.

Solid tumours

Engraftment: Conditioning treatments including thiotepa have proved to be myeloablative.

Disease free survival (DFS): Percentages reported with follow-up periods of more than 1 year confirm
that conditioning treatments containing thiotepa following autologous HPCT are effective choices for
treating patients with solid tumours.

Relapse: In all conditioning treatments containing thiotepa, relapse rates at more than 1 year have been
reported as being lower than 60%, which was considered by the physicians as the threshold to prove
cfficacy. In some cases, relapse rates of 35% and of 45% have been reported at 5 years and 6 years
respectively.
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Overall survival: OS ranged from 30% to 87% with a follow-up ranging from 11.7 up to 87 months.
Regimen related mortality (RRM) and transplant related mortality (TRM): RRM values ranging from
0% to 2% have been reported. TRM values ranged from 0% to 7.4% confirming the safety of the
conditioning treatment including thiotepa for autologous HPCT in adult patients with solid tumours.

ALLOGENEIC HPCT

Haematological diseases

Engrafiment: Engraftment has been achieved (929%-100%) in all reported conditioning treatments and
it was considered to occur at the expected time. Therefore it can be concluded that conditioning
treatments including thiotepa are myeloablative.

GVHD (graft versus host disease): all conditioning treatments evaluated assured a low incidence of
acute GvHD grade M-IV (from 4% to 24%).

Disease free survival (DFS): Percentages reported with follow-up periods of more than 1 year and up
to 5 years confirm that conditioning treatments containing thiotepa following allogeneic HPCT are
effective choices for treating patients with haematological diseases.

Relapse: In all conditioning treatments containing thiotepa, relapse rates at more than 1 year have been
reported as being lower than 40% (which was considered by the physicians as the threshold to prove
efficacy). In some cases, relapse rates lower than 40% have also been reported at 5 years and 10 years.
Overall survival: OS ranged from 31% to 81% with a follow-up ranging from 7.3 up to 120 months.
Regimen related mortality (RRM) and transplant related mortality (TRM): low values have been
reported, confirming the safety of the conditioning treatments including thiotepa for allogeneic HPCT
in adult patients with haematological diseases.

Paediatric population

AUTOLOGOUS HPCT

Solid tumours

Engrafiment: Tt has been achieved with all reported conditioning regimens including thiotepa.
Disease free survival (DFS): With a follow-up of 36 to 57 months, DFS ranged from 46% to 70% in
the reported studies. Considering that all patients were treated for high risk solid tumours, DFS results
confirm that conditioning treatments containing thiotepa following autologous HPCT are effective
therapeutic strategies for treating paediatric patients with solid tumours.

Relapse: In all the reported conditioning regimens containing thiotepa, relapse rates at 12 to 57 months
ranged from 33% to 57%. Considering that all patients suffer of recurrence or poor prognosis solid
tumours, these rates support the efficacy of conditioning regimens based on thiotepa.

Overall survival (0S): OS ranged from 17% to 84% with a follow-up ranging from 12.3 up to

99.6 months.

Regimen related mortality (RRM) and transplant related mortality (TRM): RRM values ranging from
0% to 26.7% have been reported. TRM values ranged from 0% to 18% confirming the safety of the
conditioning treatments including thiotepa for autologous HPCT in paediatric patients with solid
tumours.

ALLOGENEIC HPCT

Haematological diseases

Engrafiment: Tt has been achieved with all evaluated conditioning regimens including thiotepa with a
success rate of 96% - 100%. The haematological recovery is in the expected time.

Disease free survival (DFS): Percentages of 40% - 75% with follow-up of more than 1 year have been
reported. DFS results confirm that conditioning treatment containing thiotepa following allogeneic
HPCT are effective therapeutic strategies for treating paediatric patients with haematological diseases.
Relapse: In all the reported conditioning regimens containing thiotepa, the relapse rate was in the
range of 15% - 44%, These data support the efficacy of conditioning regimens based on thiotepa in all
haematological diseases.

Overall survival (OS): OS ranged from 50% to 100% with a follow-up ranging from 9.4 up to

121 months,

Regimen related mortality (RRM) and transplant related mortality (TRM): RRM values ranging from
0% to 2.5% have been reported. TRM values ranged from 0% to 30% confirming the safety of the
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conditioning treatment including thiotepa for allogeneic HPCT in pacdiatric patients with
haematological diseases.

5.2 Pharmacokinetic properties

Absorption
Thiotepa is unreliably absorbed from the gastrointestinal tract: acid instability prevents thiotepa from

being administered orally.

Distribution

Thiotepa is a highly lipophilic compound. After intravenous administration, plasma concentrations of
the active substance fit a two compartment model with a rapid distribution phase. The volume of
distribution of thiotepa is large and it has been reported as ranging from 40.8 L/m” to 75 L/m?,
indicating distribution to total body water. The apparent volume of distribution of thiotepa appears
independent of the administered dose. The fraction unbound to proteins in plasma is 70-90%;
insignificant binding of thiotepa to gamma globulin and minimal albumin binding (10-30%) has been
reported.

After intravenous administration, CSF medicinal product exposure is nearly equivalent to that
achieved in plasma; the mean ratio of AUC in CSF to plasma for thiotepa is 0.93. CSF and plasma
concentrations of TEPA, the first reported active metabolite of thiotepa, exceed the concentrations of
the parent compound.

Biotransformation

Thiotepa undergoes rapid and extensive hepatic metabolism and metabolites could be detected in urine
within 1 hour after infusion. The metabolites are active alkylating agents but the role they play in the
antitumor activity of thiotepa remains to be elucidated. Thiotepa undergoes oxidative desulphuration
via the cytochrome P450 CYP2B and CYP3A isoenzyme families to the major and active metabolite
TEPA (triethylenephosphoramide). The total excreted amount of thiotepa and its identified metabolites
accounts for 54-100% of the total alkylating activity, indicating the presence of other alkylating
metabolites. During conversion of GSH conjugates to N-acetylcysteine conjugates, GSH,
cysteinylglycine, and cysteine conjugates are formed. These metabolites are not found in urine, and, if
formed, are probably excreted in bile or as intermediate metabolites rapidly converted into
thiotepa-mercapturate.

Elimination

The total clearance of thiotepa ranged from 11.4 to 23.2 L/h/m?. The elimination half-life varied from
1.5 to 4.1 hours. The identified metabolites TEPA, monochlorotepa and thiotepa-mercapturate are all
excreted in the urine. Urinary excretion of thiotepa and TEPA is nearly complete after 6 and 8 hours
respectively. The mean urinary recovery of thiotepa and its metabolites is 0.5% for the unchanged
medicinal product and monochlorotepa, and 11% for TEPA and thiotepa-mercapturate.

Linearity/non-linearity
There is no clear evidence of saturation of metabolic clearance mechanisms at high doses of thiotepa,

Special populations

Paediatric population
The pharmacokinetics of high dose thiotepa in children between 2 and 12 years of age do not appear to
vary from those reported in children receiving 75 mg/m? or adults receiving similar doses.

Renal impairment
The effects of renal impairment on thiotepa elimination have not been assessed.

Hepatic impairment
The effects of hepatic impairment on thiotepa metabolism and elimination have not been assessed.
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5.3 Preclinical safety data

No conventional acute and repeat dose toxicity studies were performed.

Thiotepa was shown to be genotoxic in vitro and in vivo, and carcinogenic in mice and rats.

Thiotepa was shown to impair fertility and interfere with spermatogenesis in male mice, and to impair

ovarian function in female mice. It was teratogenic in mice and in rats, and foeto-lethal in rabbits.
These effects were seen at doses lower than those used in humans.

6. PHARMACEUTICAL PARTICULARS

6.1  List of excipients

None.

6.2 Incompatibilities

Thiotepa Riemser is unstable in acid medium.

This medicinal product must not be mixed with other medicinal products except those mentioned in

section 6.6.

6.3 Shelf life

Unopened vial

18 months.

After reconstitution
Chemical and physical in-use stability after reconstitution has been demonstrated for 8 hours when
stored at 2 °C - 8 °C.

After dilution
Chemical and physical in-use stability after dilution has been demonstrated for 24 hours when stored
at 2 °C - 8 °C and for 4 hours when stored at 25 °C.

From a microbiological point of view, the product should be used immediately after dilution. If not
used immediately, in-use storage times and conditions prior to use are the responsibility of the user
and would normally not be longer than the above mentioned conditions when dilution has taken place
in controlled and validated aseptic conditions.

6.4  Special precautions for storage

Store and transport refrigerated (2 °C — 8 °C).
Do not freeze.

For storage conditions of the reconstituted and diluted medicinal product, see section 6.3.
6.5 Nature and contents of container

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Type I clear glass vial with a bromobutyl stopper, containing 15 mg thiotepa.

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion
Type I clear glass vial with a bromobutyl stopper, containing 100 mg thiotepa.

Pack size of 1 vial.
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6.6  Special precautions for disposal and other handling

Preparation of Thiotepa Riemser

Procedures for proper handling and disposal of anticancer medicinal products must be considered. All
transfer procedures require strict adherence to aseptic techniques, preferably employing a vertical
laminar flow safety hood.

As with other cytotoxic compounds, caution needs to be exercised in handling and preparation of
Thiotepa Riemser solutions to avoid accidental contact with skin or mucous membranes. Topical
reactions associated with accidental exposure to thiotepa may occur. In fact, the use of gloves is
recommended in preparing the solution for infusion. If thiotepa solution accidentally contacts the skin,
the skin must be immediately and thoroughly washed with soap and water. If thiotepa accidentally
contacts mucous membranes, they must be flushed thoroughly with water.

Reconstitution

Thiotepa Riemser 15 mg powder for concentrate for solution for infusion
Thiotepa Riemser must be reconstituted with 1.5 mL of sterile water for injections.
Using a syringe fitted with a needle, aseptically withdraw 1.5 mL of sterile water for injections.

Thiotepa Riemser 100 mg powder for concentrate for solution for infusion
Thiotepa Riemser must be reconstituted with 10 mL of sterile water for injections.
Using a syringe fitted with a needle, aseptically withdraw 10 mL of sterile water for injections.

Inject the content of the syringe into the vial through the rubber stopper.

Remove the syringe and the needle and mix manually by repeated inversions.

Only colourless solutions, without any particulate matter, must be used. Reconstituted solutions may
occasionally show opalescence; such solutions can still be administered.

Further dilution in the infusion bag

The reconstituted solution is hypotonic and must be further diluted prior to administration with

500 mL sodium chloride 9 mg/mL (0.9%) solution for injection (1 000 mL if the dose is higher than
500 mg) or with an appropriate volume of sodium chloride 9 mg/mL (0.9%) in order to obtain a final
Thiotepa Riemser concentration between 0.5 and 1 mg/mL.

Administration

Thiotepa Riemser infusion solution should be inspected visually for particulate matter prior to
administration. Solutions containing a precipitate should be discarded.

Prior to and following each infusion, the indwelling catheter line should be flushed with
approximately 5 mL sodium chloride 9 mg/mL (0.9%) solution for injection.

The infusion solution must be administered to patients using an infusion set equipped with a 0.2 pum
in-line filter. Filtering does not alter solution potency.

Disposal
Thiotepa Riemser is for single usc only.

Any unused product or waste material should be disposed of in accordance with local requirements.
7.  MARKETING AUTHORISATION HOLDER

Esteve Pharmaceuticals GmbH

Hohenzollerndamm 150-151

14199 Berlin
Germany
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8. MARKETING AUTHORISATION NUMBER
EU/1/21/1536/001
EU/1/21/1536/002

9, DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation; 26 March 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A. IHCTPYKIIA I MEAUYHOI'O 3ACTOCYBAHHSA JTIKAPCBKOI'O 3ACOBY



IncTpykuin 118 MeAMYHOTO 3aCTOCYBAHHA JiKapcbKoro 3acody: IHgopmauia 18 KopHcTyBaya

Tiotena Pimcep, 15 Mr, nopouok 17151 NPHrOTYBAHHS KOHUEHTPATY 4151 PO34HHY Aas indy3iii
Tiotena Pimecep, 100 Mr, mopomok Ansi NPUTOTYBAHHSI KOHLIEHTPATY 15l PO34HHY st iHdy3iii

TioTtena

[Mepun niz noyaTn npuiimaTi i Jikn, yBakHO NPouNnTaiiTe BCIO LI iHCTPYKLIW, OCKITLKH B Hiil MicTHTBCS
Bakanea aas Bac indopmanisn.

- 30epexiTh 0 iHCTpPYKLUIK. MosnBo, Bam 10BeeTbes NpoYUTaTH i1 111 pas.

- Slkuio y Bac € 101aTKOBI 3aMUTaHHS, 3BEPHITLCS 710 CBOTO JIIKaps.

- Sxuio y Bac BUHMKHYTb Oyab-aki nodiuHi edekTH, 3BepHITLCS 10 CBOTO Jlikaps. J[o TaKMX Hanexarh 0y/1b-
AKi MoxnBI noOiuHi edekTH, He 3a3HaueHi B Wil incTpykuil. Jus. Posain 4.

Lo micTHTbest B Ll iHeTpyKuUii

1o Take npenapat TioTena Pimcep i 4714 4Oro BiH BHKOPHCTOBYETHCA
Lo Bam noTpiGHO 3HaTH, NepLl Hix npuiiMath npenapart Tiotena Pimcep
Sk BukopucToBYBaTH npenapat Tioterma Pimcep

Mownui nodiuxi edekTH

Ak 30epirati npenapat Tiotena Pimcep

BwmicT ynakosku Ta iHia iHdopmattis

SN g B b =

1. Lo Take npenapat Tiorena Pimcep i a1t 4oro BiH BHKOPHCTOBYEThCS

Ipenapar Tiotena Pimcep MicTHTh aKTHBHY PE4OBHHY TiOTENa, AKa BIAHOCHTLCA 10 TPYNM JIKiB, AKi HA3UBAIOTH
aNKiTylOUHMMH areHTaMH.

Ilpenapar Tiorena PiMcep BUKOPHCTOBYCTLCSA 1A MiATOTOBKH NALIEHTIB 10 TPAHCTIAHTALIT KICTKOBOTO MO3KY.
BiH npauioe, pyiHyloun KIITHHH KicTKOBOIo Mo3Ky. Lle 103B0/15€ TPAHCILIAHTYBATH HOBI KJITHHH KiCTKOBOTO
MO3KY (FeMOMNOEeTHYHi NPOreHITOPHI KNITHHM), AKi, B CBOIO Yepry, 103BOAIOTh OPraHi3sMy BUPOOIATH 310pOBi
KJITHHH KPOBI.

IIpenapar Tiotena PiMcep Moske 3aCTOCOBYBATHCS AK Y JOPOCIHX, Tak i y AiTeil i miamiTkiB.

2, 1o Bam noTpioHo 3uaTu, nepur nizk npuiimaTn npenapat Tiotena Pimcep

He Bukopucroryiite npenapar Tiotena Pimcep

- sxuio y Bac anepris Ha tiotemny,

- K10 By BariThi abo nymaerte, 1o MoxeTe OyTH BariTHi,

- AKWO Bu roayere rpyabmu,

- AKILO By npoxoauTe BakUMHALLIIO Bi/l JKOBTOT TMXOMAHKH, BBOJMIH MBI BipycHi Ta GakTepianbyi
BaKLHHH.

Oco0.11Bi BKa3iBKH i 3an00iKkHI 3ax01H

Bu noBuHHI MOBINOMUTH CBOTO Nikaps, SKiLo y Bac:

- 3aXBOPIOBAHHA NMEYiHKH ab0 HUPOK;

- npoOaemMH 3 cepueM abo JereHaMu;

- TNOTOUHI cyaoMu/Hanaay (eninencis) abo B avamuesi (Mpu JiKyBanHi GpexiToinom a6o pocdeHitoinom).

Ockinbku npenapat Tiotena PiMcep pyiiHye K1iTHHU KiCTKOBOTO MO3KY, 110 BbIANOBbIAAIOTH 32 BUPOOJIEHHS
KIITHH KPOBI, Ml Yac JlikyBaHHs GyAyTh PEry.IspHO 31aBaTHCA aHATI3H KPOBI U1A NepeBipKy KibKOCTI KIAiTHH
KPOBi.

Jlnsa npodpinakTuky Ta nikysanus indexuiit Bam Oyae npusHaueno npotuindekwiiini npenapati.

IIpenapar Tiotena Pimcep Moxke BUK/IMKaTH iHIIMIT THI paky B MaiibyTHboMy. Bain nikap o6roropuTh 3 Bamu ueit
PH3HK.
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Inuii sikapebki 3aco6u i npenapar Tiotena Pimeep
[losinomre cBoro nikaps, sxuo Bu npuitmacte, Hemonasno npuiiManu abo morau 6 npuiimarti 6y ab-aki iHuri
JiKapeLKi 3ac00H.

Barirnicts, ronyBanns rpyauuo ta gpepruabHicts
Bu nosumHi noBinomMuTH cBOro Nikaps, sxuo By Barithi abo BBAKAETE, LU0 MOJKETE 3aBaTiTHITH, MEPLI Hixk
npuiivary npenapat Tiotena Pivcep. By He nosuuni npuiiMati npenapat Tiotena PiMcep mia uac BariTHoCTi.

K KIHKH, TaK i YONOBiKH, AKi 3aCTOCOBYIOTH npenapat TioTena Pimcep, nosuuHi BUKOpHCTOBYBaTH edeKTHBHI
METOJH KOHTpauenuii mia yac nikyeanus. [lauienT 90008iu01 cTaTi He MOBHHHI 3a4MHATH JIMTUHY T Yac
JKYBAHHS Ta NPOTATOM POKY MIC/8 NPUIHHEHHS TiKYBaHHS.

Hegizomo, un Buninserses ueii nikapeskuii 3aci6 3 rpyaHuM MonokoM. B skocTi 3amoBiskHoro 3aX0My JKiHKW He
TNOBMHHI FOYBAaTH MPYALMH 1111 4ac NiKyBaHHs npenapatom TioTena Pimcep.

ITpenapar Tiotena PimMcep moske noripurysatu 4onosiuy i KiHo4y (pepTHnbHicTb. [laltientam Yonosivoi craTi ciin
3BEPHYTHCA 3@ KOHCYIBTALIEK) OO 30€peKeHHs CrIepMH 110 IOYaTKy Tepariii.

BrinB Ha 31aTHICTH KepyBaTH TPAHCIIOPTHHM 33c0060M i BHKOPHCTOBYBATH Pi3Hi MexaHizMu

Llinkom imMoBipHO, 1m0 Aeski no6iuHi edekTi npenapaty TioTena, Taki sik 3anaMopoYeHHs, FOAOBHHIT Gk i
NOTIPLIEHHS 30pY, MOXKYTb BILIMHYTH Ha Bauy 31atHicTh KEPYBATH TPAHCMOPTHIM 3aC000M i BUKOPHCTOBYBATH Pi3Hi
MexaHi3mMu. Skuo Bu noMmiTiim taki no6iuni edexty, He cinaiire 3a KEpPMO i He BUKOPHCTOBYIITE MeXaHi3MH.

3 Sk BukopucroByBaTH npenapat Tiotena Pimcep

Bauw iikap pospaxye 103y Bianosiaxo 1o nosepxsi ado saru Baworo Tina i Baworo 3aXBOPIOBAHHS.

Pexum 3actocyBanns npenapaty Tiorena Pimcep
Ipemapar Tiotena PiMcep BBOANTLCA KBaTi(iKOBaHNM MeIH4HUM MpaLiBHUKOM Y BHIJIAI BHYTPilIHBOBEHHOT
iHQys3ii (kpaneabHO y BeHy) Mic/is po3BeneHHs iHAnBinyanbHoro (niakona. Koskna inbysis Tpuatime 2-4 roxui.

Yacrora BBeeHHA
Bam poGutumyTs indysii koxHi 12 a6o 24 roaunu. Tpusamnicts JIKYBaHHA MOKe TPHBAaTH 10 5 aHiB. Yactora
BBE/ICHHA | TPUBAJIICTh NTIKYBaHHA 3a1¢e:KaTh Bia Bamoro 3aXBOPIOBAHHSA.

4, Mosknusi noGiuni epextn

Ak 1 Bei stikapebki 3aco6u, ueil npenapar Moxke CIIPHYHHATH NOOIYHI edheKTH, XO4a BOHM CMOCTEPIralOThes He y
BCIX Malli€HTIB.

Haii6inbw cepiiosni noGiuni edekru Tepanii npenaparom Tiotena Pimcep abo npouenypu tpancnnanTauii

MOXKYTh BKJIHOYATH

- 3HHKECHHS KiTbKOCT] LMPKY/THOIOUMX KIITHH KpoBi (nepeadadysanuii edekT s1ikiB ans nigrotosku Bac mo
indy3ii TpancnnanTaTa)

- iH(exis

- 3aXBOPIOBAHHA MEYIHKH, BKIIOYAIOUH 3aKYNOPKY NeYiHKOBOT BeHN

- TPaHCIUIAHTaT aTakye Baur opraism (peakiis «rpaHcrianTat npotH rocnoaaps»)

- pecnipaTopHi yckJIaJaHeHHs

Bau sikap Oyje pery/nspHO KOHTPOTIOBATH MOKa3sHUKK Baroi KPOBi i ne4inkoBuX depmeHTIR, 11106 BUSBASTH i

KOHTPOJIIOBATH Lii MOJIii.

IHwi noGivni edextn Tepanii npenapatom Tiorena PimMcep, sKi MOXYTb BHHHKATH 3 NEBHOKO YaCTOTOK), 3a3HAYCH]
HACTYIHUM YHHOM:

Myzxe yacti noGiuni edexrn (MoKyTH BpaxkaTh Ginbue 13 10 ocif)

- NiIBULIEHA CIPHITHATINBICTD 10 iHdeKLi

- 3ananbHuii CTaH BCLOTO Tifa (cencuc)

- 3HWKEHHSA KiJIbKOCTI NefKOLNUTIB, TPOMOOLMTIB Ta EPUTPOLIHTIB (aHeMis)

- nepecakeHi KIITHHU aTakyioTk Baw opranism (peakwis «TPAHCIUIAHTAT MPOTH TOCMOAaps»)
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- 3a1aMOpOUEHHA, FOJIOBHUI Ok, 3aTyMaHeHHii 3ip

= HEKOHTPOJILOBAHE TPEMTiHHSA Tina (cy10MH)

- BiI4YTTs MOKOJIOBAHHSA, NMOWNITYBaHHA a00 OHIMIHHA (MapecTe3id)
- Y3CTKOBA BTPATa PyXJIMBOCTI

- 3yMHHKA ceplis

- Hya0Ta, 0110BOTA, Niapes

- 3anajJeHHs ClIM30B0T 000JI0OHKHU MOPOAKHHHH POTA (MYKO3MT)
- MopasHeHHs IUTYHKa, CTPAaBOXOY, KMIIEeUYHHKa

- 3anajeHHa TOBCTOT KHILKH

- aHOpEeKCis, 3HUIKEHHS aneTHTY

- BHCOKHIi piBeHb INIFOKO3H B KPOBI

- IIKIPDHWI BUCHT, CBepOIxk, MyLIeHHSA

- 3MiHa KOJIbOPY LIKIPH (He IuIyTaiiTe 3 AOBTHHULCIO - AWB. HIDKYE)
- MOYEPBOHIHHS WKIpH (epuUTEMa)

- BHIAaIaHHA BOJIOCCH

- 0inb y criuHi Ta )KUBOTI, Oib

- 0inb y M'A3ax i cyrnodax

- aHOMaJllbHa eJIeKTPUYHA aKTHBHICTb B cepli (apuTMmis)

= 3amaJieHHA JIEreHeBOT TKAHUHH

- 301nb1IeHHS TeYiHKN

- 3MiHeHa (yHKLiA opraHy

- 3aKyrnopka ne4yiHKoBol BeHH (BeHO-0KI03iiiHa XxBopoba, BOX)
- TIOKOBTIHHA LWIKIPH i 0ueil (KOBTAHULLS)

- MOPYLIEHHS CIYXY

- naiMpaTHIHA HEMPOXIJHICTD

- BUCOKHI KpOB'AHUIT THCK

- MiIBUILEHUI BMICT MEYiHKOBMX, HUPKOBHX 1 TPaBHUX (hepMeHTIB
- aHOMaJIbHUIi piBeHb eNeKTPOIIITIB Y KPOBi

- 30ibLILUEeHHS Baru

- JIMXOMAaHKa, 3arajibHa ciadKicThb, 03HO00

- KpoBOTeua (KPOBOBHIHB)

- HOCOBa KpoBOTEHA

- 3aralbHHIl HAOPAK Yepes 3aTpPUMKY piauHu (HaOpsiK)

- 0inb abo 3ananeHHs B Miclli iH'eKLii

- ouHa iH(eKLis (KOH'IOHKTHUBIT)

- 3HHIKEHHA KITBKOCTI CIepMaTo30iiB

= BariHallbHa KpoBoTE4a

- BiICYTHICTL MEHCTpYalliii (ameHopes)

- BTpaTa nam'sti

- 3aTpUMKa B 30iMIbLIEHHI Bary i pocTy

= micYHKLIA CEYOBOTO Mixypa

- HeJI0CTaTHE BUPOOJIGHHS TECTOCTEPOHY

= HEJI0CTaTHE BUPOOJICHHA TOPMOHY LIMTOBHAHOT 3a5103H

- HEI0CTaTHA aKTHBHICTH rinodiza

- CIUIYTAHICTh CBIZOMOCTI

YacTi nobivni edexrn (MoxyTh Bpaxatu 10 1 3 10 ocid)
- TPUBOXKHICTh, PO3TYOIEHICTh

- aHOMallbHEe BUITHHAHHA HA30BHI OJHIET 3 apTepiii roN0BHOrO MO3KY (BHYTpillIHbOYEpETHA AHEBPH3MA)
- NiJIBUILEHNIT piBeHb KpeaTHHIHY

- aneprivyxi peaxiii

- 3aKynopKa KpOBOHOCHOT cy1MHHU (emDoJ1is)

- MOPYILIEHHSA CEPLEBOr0 PUTMY

- cepleBa HeI0CTaTHICTh

- CepLEBO-CY/IHHHA HEAOCTATHICTh

- KHCHEBA HEOCTATHICTh

- CKYMYEHHA PiIMHU B JiereHsx (Ha0psAK JiereHis)
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- JIereHeBa KpoBoTeua
- 3yNUHKa AUXaHHSs

- KpOB y ceul (remMatypis) i NOMipHa HUPKOBA HENOCTATHICTh

- 3anancHHs Ce4OBOro Mixypa

- auckoM$opT NpH CeUOBHMYCKAHHI i 3HIKEHHS JIiype3y (u3ypis i onirypis)
- 301IbIIEHHA KITBKOCTI @30THCTHX KOMTIOHEHTIB B KPOBOTOLLI

- Karapakrta

- HE31aTHICTh NEYiHKK

- KPOBOBHIIMB B MO30K

- Kalenb

- 3aKper i po3jiaj LuTyHKa

- HeNpOXIAHICTL KHILIEUHIKA

- nepopatiis mayHka

- 3MiHM B M'I30BOMY TOHYCI

= rpy0a BiICYTHICTb KOOPAHHALIT M'S30BHX PYXiB

- CHHLI Yepe3 HU3bKY KilbKICTh TPOMOOLIHTIB

- CHMINITOMH MEHOMaY3H

- pak (BTOPMHHI NEpBUHHI 30SKiCHI HOBOYTBOPEHHS)

- aHomanbHa QYHKIIS MO3KY

- 4ONIOBiYe i skiHOUe Oe3ruiaas

HeuacTi no6iuni edpexti (MokyTs Bpaxartu a0 13 100 ocid)

- 3ANAJICHHA 1 TYIEHHA WKIPH (€pUTpoaepMIYHHMIT ncopias)
- MapeHHsl, HEPBO3HICTb, FA/IKOLMHALLT, 30y1KeHHS

- LLTYHKOBO-KMIIKOBA BHpa3Kka

- 3anajieHHs M'A30B0T TKAHHHH ceplis (MioKapauT)

- aHOMaNbHMIA cTaH cepud (KapaiomionaTis)

Hegizoma yactoTta (4acToTa He Moke Oy TH OLiHEHA 32 HAABHUMH AaHUMH)

- MiABUIIEHHIT KPOB'SHUIT THCK B apTepiax (KPOBOHOCHHX CyAMHAX) JIereHiB (1eresesa aprepiaibha
rinepTeH3is)

- CepHo3Hi NOWKOUKEHHS IWKIPH (HATIPHUKIAL, cepiio3Hi NOIKOWKeH s, GV i T.11.), SKi MOTeHLIHHO
3a4iNaroTh BCIO MOBEPXHIO TiNa, AKi MOKYThL OYTH HABITh HEGE3MEUHHMH LISl JKUTTS.

- NOIKOIKEHHA KOMIIOHEHTa MO3KY (Tak 3BaHOI 017101 pe4OBHHHM), AKE MOKe OYTH HaBiTh HeGE3MNeYHNUM IS
KUTTA (nefikoeHuedanonaris)

Torinomnenus npo nodiuni edpexru

Skuwo y Bac BUHHKHYTH Oyab-ski noGiuHi edekTh, BBepHinCF] 10 cBOrO nikaps abo MencecTpu. J1o Takux HaTexKaTh
Oynb-sKi MOMIMBI N06IYHI ed)ek'm He 3a3Ha4eHi B Ll lHCT‘py}\LlI] Bu Takox mMozKeTe MoBiAOMIATH PO NoGivHi
edexti Ge3nocepeIHBO Yepes HAIOHABHY CHCTEMY 3BITHOCTI, 3a3HAYCHY aoxarky V. [Tosizomasiouu npo
no0iuHi eeKTH, BU MOXKETE J0NOMOITH HafaTH Gisblue iHdOpMALlil Mpo Ge3neuHicTh HBOro mpenapary.

5. Sk 30epiraTn npenapar Tiotena Pimcep
36epiraiite ueii npenapar y HexocTynHoMmy U1 diTel Mici.

He Bukopucrosyiite Leii mpenapar nicis 3akiHueHHA TePMiHy MPUIATHOCTI, 3a3HAYEHOTO HA ynakosui i ¢prakoHi
nicns 3Haky EXP. TepMiH NpHIATHOCTI CTOCYETHEA OCTAHHBOTO AHS LLOTO MicA1Ls,

30epiraTH i TPAaHCMIOPTYBATH B X0N0AMILHHKY (2°C — 8°C).
He 3amoposkyBaTi.

[Ticnis BiHOBIIEHHS NPOAYKT cTabinbHMIl poTsrom 8 roaus npu 36epiranui npyn Temnepatypi Bia 2°C no 8°C.
[Ticst po3BeneHHs MPOXYKT cTabinbHMil npoTAroM 24 roauu npu 30epirani npu Temnepatypi Bix 2°C no 8°C i

npoTAroM 4 ronun npu sdepiranui npu 25°C. 3 MikpoGionoriuHoi TouKkH 30py NPOAYKT Cl1i/l BAKOPHCTOBYBATH
HeraitHo.
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Byab-siki HeBUKOpHCTAHI TiKapChKi 3ac00H ado BiAXOAM Cill YTUNI3YBATH BIAMOBIIHO 10 MICLEBHX BUMOT.

6. BmicT ynakoBKH Ta iHwa iHdopmauis

Lo mictuTe npenapat TioTena Pimcep

Tiorena Pimcep, 15 Mr, NopoLIok /Ui MPHIrOTYBAHHA KOHLUEHTPATY JUIS PO3UYMHY Juld iHDY3ii
- Hito4oro pedoBHHOMW € TioTena. OauH ¢guakoH MicTHTh 15 Mr npenapaty Tiotena. Ilicns BigHoBNeHHA
KOKeH M MicTuTh 10 mMr Tiotenu (10 mr/mm).

Tiotena Pimcep, 100 Mr, nOpOLIOK /U1A NPUrOTYBAHHSA KOHUEHTPATY JUIA PO34MHY Ans iHby3iit
- Hirouoto pewouHow € tiotena. Oann Gpnakon mictuts 100 Mr npenapary Tiorena. [Ticis BinHOBICHHS
KOKEH M1 MicTuTh 10 Mr TioTenu (10 mr/mi).

- TioTena PiMcep He MICTHTb HIAKHMX HILIHX IHTPEi€HTIB.
Ak Burasinae Tiorena Pimcep Ta BMicT ynakoBKH

Tiorena PiMcep. 15 Mr., MOPOLLIOK [T NPUIOTYBAHHA KOHLUEHTPATY JUlsl PO34YMHY Juisd indys3ii
Tiotena Pimcep — ne Oinuit KpucTanivHuii MOPOLIOK, IO MOCTABAKETLCA B CKIAHOMY (IIAKOHI, 1110 MICTHTb 135 Mr
TIOTEMH.

Tiotena Pimcep, 100 Mr, mopoIok Ui NPUroTYBaHHA KOHLUEHTPATY A1 PO34MHY And iHdy3ii
Tiorena Pimcep — ue 6inuii kKpucTamivH MOPOIIOK, 110 MOCTABIAETHCA B CKITHOMY (UIaKoHi, 1o Mictuts 100 Mr

tioTenu. KoxHa kopoOka micTuth 1 drako.

BJIACHHUK PE€CTPAL[]ﬂHO]"O MOCBIAYEHHS
Esteve Pharmaceuticals GmbH

["orenuonnepuaamm 150-151

14199 Bepnin

HimMeuduna

BupoOuuk

HWI development GmbH
Itpaccbyprep LLTp. 77
77767 Annensaiiep
Himeuunna

Hns otpumanus Oyabk-aKoi iHpopMaLlii mpo ueii Tikapeskuii 3acid, Oy/ib 1acka, 3B'LKITbCA 3 MiCLIEBUM
NpeICTABHMKOM BlacHHKa PeecTpaLliliHoro nocBigyeHHs:

Belgien Lietuva

Eurocept Pharmaceuticals UAB ARMILA
Pays-Bas/Nederland/Niederlande Lietuva

Tel/Tel: +31 35 528 8377 Tel: +370- (0) 5 2777596
info(@eurocept.nl info@armila.com

Buarapus Luxemburg

Thrive Pharma Ltd. Eurocept Pharmaceuticals
buarapus Pays-Bas/Nederland/Niederlande
Ten.: +359 2 878 05 43 Tel/Tel: +31 35 528 8377
office@ thrivepharmabg.com info@eurocept.nl
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Ceska republika

LERAM pharmaceuticals s.r.o.
Ceska republika

Tel: +420 513 035 442
info@leram-pharma.cz

Danmark
CampusPharma AB
Sverige

TIf: +46 31 205020
info@campuspharma.se

Himeuuynna

Esteve Pharmaceuticals GmbH
Himeuunna

Tel: +49-(0) 30 338427-0
info.germany(@esteve.com

Eesti

AUXILIA Pharma OU
Eesti

Tel: +372 605 00 05
info@auxiliapharma.eu

Elrada

Esteve Pharmaceuticals GmbH
Ieppavia

Tni: +49-(0) 30 338427-0
info.germany@esteve.com

Espaiia

Esteve Pharmaccuticals, S.A.
Espana

Tel: +34 93 446 60 00

OpaHuis

KEOCYT

Dpanuis

Tél: +33 1423107 10
contact@keocyt.com

Hrvatska

MEDIS Adria d.o.o.
Hrvatska

Tel: +385 1 2303 446
info@medisadria.hr

Ireland

Esteve Pharmaceuticals GmbH
Himeuunna

Tel: +49-(0) 30 338427-0
info.germany(@esteve.com

Magyarorszag SANATIS
Europe Kft.
Magyarorszag

Tel.: +36- (0) 23 367 673
office@sanatis.hu

Malta

Esteve Pharmaceuticals GmbH
[1-Germanja

Tel: +49-(0) 30 338427-0
info.germany(@esteve.com

Nederland

Eurocept Pharmaceuticals
Nederland

Tel: +31 35 528 8377
info@eurocept.nl

Norge CampusPharma
AB

Sverige

TIf: +46 31 205020
info@campuspharma.se

Osterreich

AGEA Pharma GmbH
Osterreich

Tel: +43-(0) 1 336 01 41
office(@ageapharma.com

Polska

COPHARMA JOSEPH RAKOTO

Polska
Tel.: +48 691 702 426
joseph.rakoto@copharma.pl

Portugal

Esteve Pharmaceuticals GmbH
Alemanha

Tel: +49-(0) 30 338427-0
info.germany(@esteve.com

Romaénia

SANATIS Europe Kft.
Ungaria

Tel: +36- (0) 23 367 673
office(@sanatis.hu

Slovenija

MEDIS d.o.o.

Slovenija

Tel: +386- (0) 1 589 69 00
info@medis.si



island Slovenska republika

CampusPharma AB LERAM pharmaceuticals s.r.o.
Svipjod Ceska republika

Simi: +46 31 205020 Tel: +420 513 035 442
info@campuspharma.se info(@leram-pharma.cz

Italia Suomi/Finland

Esteve Pharmaceuticals GmbH CampusPharma AB

Germania Ruotsi

Tel: +49-(0) 30 338427-0 Puh/Tel: +46 31 205020
info.germany@esteve.com info@campuspharma.se
Kompog Sverige CampusPharma
Esteve Pharmaceuticals GmbH AB

[eppovio Sverige

Tni: +49-(0) 30 338427-0 Tel: +46 31 205020
info.germany@esteve.com info@campuspharma.se
Latvija United Kingdom (Northern Ireland)
AUXILIA Pharma Esteve Pharmaceuticals GmbH
ouU HimeuunHa

Estija Tel: +49-(0) 30 338427-0

Tel: +372 605 00 05 info.germany@esteve.com

info@auxiliapharma.eu

OcTtanns peaakuis wiel inerpykuii cranom na {MM.PPPP}.

Inwi kepena indopmauii
Jetansna indopmattis npo e nikapcbkuii 3acid nocTynna Ha Bed-caiiti €pponelicbKoro areHTCTBa 3
nikapebkux 3aco0is: hitp://www.ema.curopa.cu .

Hapenena Huxue indopmallis npu3Hauena TiAbKH 118 MEHYHUX NpaliBHHKIB:

IHCTPYKILIS 3 MIPUTOTYBAHHS

Tiorena Pimcep, 15 Mr, nopowok A5t NPHroTYBAHHS KOHUEHTPATY 118 PO3UHHY AAs iHdy3iii
Tiorena Pimcep, 100 Mr, nOpowIok /1S NPHroTYBAHHS KOHUEHTPATY /15t PO3UMHY AAs indy3iii
Tiotena

[lpouwnraiite wo iHCTPYKLItO Nepe] MPUrOTYBAHHAM i 3acTOCYBaHHAM npenapaty Tiotena Pimcep.
1. JEMOHCTPALISA

TioTtena PiMcep, 15 Mr, MOpPOILOK /11 MPHIOTYBAHHA KOHLEHTPATY /U1 PO3YHHY Ans iHdV3iii

Tiotena PiMcep NOCTAaBNSETHCS Y BUIIA/I OPOLIKY 10 15 MI U8 IPHUrOTYBaHHA KOHLIEHTPATY JUIA PO3YHHY [
iHgys3iit.

Tiorena Pimcep, 100 Mr, MOPOLIOK /UTS IPHrOTYBAHHS KOHUEHTPATY A POIYMHY Juis indy3iii
Tiorena Pimcep nocrapnseTbes y BUMALL nopowky no 100 Mr s npHroTyBaHHs KOHLEHTPATy /U1 PO34YHHY [7is

iHby3ii.

Ilepen Beenennsm Tiotena PiMcep HeoOXinHO BiAHOBHTH i po3GaBuTy.
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2. OCOBJIMBI 3AMOBIKHI 3AX0/IU IMPU YTUJII3ALIT TA ITHILIOMY MOBO/IKEHHI

3arasibHa 1HgopMalLis

HeoOxinHo po3rnsHyTH NpoLeAypH HaleKHOTO MOBOIKEHHS 3 IPOTHITYXAHHHHMH JiKapcLKUMH 3aco0amMu Ta ix
yrunizauii. Bei npoueaypu nepeHeceHHs BUMaratoTh CYBOPOro J0TPUMaHHA aCeNTHYHHMX TEXHOJOTIH, NepeBaskHo 3
BUKOPHCTAHHSIM 3aXHCHOTO KOBMAKA 3 BePTHKAILHUM JTaMiHAPHHUM MOTOKOM.

Sk iy BUMAAKy 3 iHIWMMH LMTOTOKCHYHUMH CIOMTYKaMH, HeOOXiZIHO A0TPUMYBATHCA 00ePEKHOCTI MpH
NOBOIKEHHI 1 MPUTOTYBaHHI po3umHie npenapaty Tiotena Pimcep, 11100 YHUKHYTH BUTIAJIKOBOTO KOHTAKTY 3i
wkiporo ado ciansosumu obononkamu. MoxkyTe BHHUKHYTH MICLEB] peaklii, NOB'A3aHi 3 BUNIAZAKOBUM BILIHBOM
npenaparty Tiorena. Tomy npu npuroTyBaHHi pozunny s iHgy3ii peKOMEHIYEThCS BHKOPHCTORYBATH PYKABUUKH.
[1pu BUnNankoBoMy nonaaaHHi po3uuHy npenaparty TioTena Ha WKIPY HeOOXiAHO HEraifHO PETeNLHO MPOMHTH
WIKipY BOIOKO 3 MIIOM. Skulo npenapat TioTena BUNaAKOBO NOTPANNTE HA CIW30BI 000IOHKH, IX He0OXiNHO
peTeibHO NPOMHTH BOJOH).

Pospaxynok 1031 npenapaty Tiotena Pimcep

Tiorena PiMcep npusHavyaeThes B pisHUX 103aX B KOMOIHALIT 3 iHIIMMH XiMioTepaneBTHYHUMH JTiKapChbKUMU
3aco0aMH NalicHTaM nepes TpaauUifiHOK TPaHCIIAHTALIEI0 TEeMONOeTHYHIX NPOreHITOpHUX KiiTHH (HPCT) npu
reMaToIOrYHHUX 3aXBOPKOBaHHAX a00 COMIAHMX MyXJIMHAX.

Ilosinomnsnocs npo 3actocysanHs npenapaty Tiotena Pimcep y nopocaux Ta aiteii sanexuo sia tuny HPCT
(ayronoriyna abo anoreHHa) Ta 3aXBOPIOBAHHS.

Jlo3yBaHHs Y 1I0POCIHUX

AVTOJOIYHA HPCT

I"emaTon0riuHi 3aXBOPHOBAHHS

PexomenaoBaHa 103a Npu reMaToNOTIUHUX 3aXBOPIOBAHHAX KOJNMBAEThLCS Bia 125 Mr/M2/n06y (3,38 mMr/kr/no0y)

1o 300 MF/M2/ﬂ06y (8,10 mMr/kr/no0Gy) y BUrIsai 01HOPA30BOT LI0AEHHOT iHdY3ii, 1110 BBOAWTLCA Bia 2 10 4 AHiB
nocnine nepen ayronoriunoio HPCT 3anexHo Bin komGiHauil 3 iHIWMMK XiMiOTepaneBTHY HUMMU JIiKAPCHLKUMM

3acobaMu, He MepeRHILYIOYH 3araibHy MAaKCHMANLHY KYMYIATHEHY 103y 900 Mr/m2 (24,32 mr/kr), npotsarom
YCbOTO Mepioly CUMITOMATHYHOTO JIIKYBaHHS.

JIIMDOMA

Pekomennosana n103a KonuBaeThes Bin 125 MF/M2/L[06}/ (3.38 mr/kr/nody) no 300 Ml'/szﬂoﬁy (8.10 mr/kr/nody) y
BUIJISI OHOPA30BOi WoneHHOT iH(Y3ii, 1m0 BBOANTECA BiA 2 10 4 AHIB nocnine nepen ayTtonoriunow HPCT
3a5IEKHO Bil KOMOIHALIT 3 iHIIHMH xmmrepanenmqnumn TKapCbKMMH 3aco0aMy, He MepeBHILyI0HH 3araibHy
MaKCHMallbHY KyMYJIATHBHY 103y 900 MI/M2 (24,32 Mr/kr), NIPOTArOM YCBOTO TIEPi0ay CHMITTOMATHYHOTO
JKYBaHHA.

JIM®OMA LEHTPAJIbHOT HEPBOBOI CUCTEMM (LIHC)

PexomeHI0BaHa 103a CTaHOBUTL 185 Mr/szﬂoﬁy (5 mr/kr/nofy) y BUrIAni oaHOpPa3oBoi woAeHHOT iny3ii, mo
BBOJMTBCA TMPOTATOM 2 TMOCHINOBHUX AHIB mepen ayrosnoriuHow HPCT, He nepeBHIIVIOMHM 3araibHOT

MaKCHMaIbHOT KyMynaTHBHOI no3u 370 Mr/m2 (10 Mr/Kr) mpoTArOM YChOTO Mepiofy CHMIOTOMATHYHOTO
JIKYBaHHS.

MHOXHWMHHA MIEJIOMA

PexomenoBana no3a konusaethes i 150 MF/MZfHOGY (4,05 mr/kr/mo6y) no 250 MI/M2/ noby (6,76 Mr/kr/nody)
Y BUIJISILL OIHOPA30BOT 110IeHHOT iH(Y3iT, 110 BBOANTHES 3 HI nocnink nepen ayronoriynow HPCT sanekHo Bin
KOMOIHALII 3 IHIHMH XiMiOTepaneBTHYHUMH TiKapCHKHMH 3ac00aMH, He NePeBHLLYIONH 3araibHy MaKCHMATbHY
KyMYJIATHBHY 103y 750 Mr/M2 (20,27 Mr/kr), mpoTAroM yckOoro nepioJy CHMNTOMATHYHOTO JIiKYBaHHS.

Coniani nyxjanuu

PeKOMEHﬂOBﬂHa J103a [P COJIIIHUX MyXJTHHAX CTAHOBMTH Bim 120 Mr/szuoﬁy (3,24 mr/kr/no6y) no 250
/M2 /noBy (6,76 Mr/kr/noby), posninena Ha oaHy abo ABi woxeHH] iHdY3ii, M0 BBOAATHLES Bin 2 10 5 AHIB
nocnink nepea ayronoriunoio HPCT 3aneskHo BiAl KOMOIHALIT 3 iHIIMMHU XiMiOTepaneBTHY HIUMH T KapCHKIMH
3aC00aMH, He NepeBHIILYIOUH 3araibHy MakcHMalbHY KyMYJISTHBHY 103y 8§00 wr/m2 (21,62 Mr/kr), npoTsrom
YCLOro Nepioly CHMNTOMAaTHYHOTO JIKyBalHs,
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PAK MOJIOYHOI 3AJI03H1

PexomennoBaHa n03a konusaeTscd Big 120 Mr/MZ/ﬂoﬁ),' (3.24 mr/xr/noby) mo 250 Ml'/M2/ﬂ06y (6,76 mr/Kkr/nody)
¥ BHIJIAAL 0/IHOPA30BOT LWOACHHOT IH(Y3IT, 110 BROANTRCS Bia 3 10 5 aHiE nocmin nepen ayronaoriunow HPCT
3aIeKHO Bil KOMOiHALLT 3 iHIIHMH XiMiOTepaneBTHY HIMH MKApCLKUMK 3ac00aMH, He NepeBHLLYIOUH 3araibHy
MAKCHMaNbHY KYMYJATHBHY 103y 800 MI/M2 (21,62 MI/KT), MPOTArOM YCHOTO MEPIOLY CUMATOMATHYHOIO
JIKYBaHH.

NYXJIMHU [THC

PexomeHnoBana 103a cTaHOBUTH Big 125 Mr/MZ/ﬂoﬁy (3.38 mr/kr/nody) no 250 Mr/MZ/ﬂoﬁ_v (6,76 mr/kr/nody),
posjiineHa Ha oaHy abo 1B woaeHHi iHys3ii, 10 BBOAATbCA Bia 3 10 4 AHIB HOCHiNL nepen ayronoriuiow HPCT
3Q/1EKHO Bil KOMOIHAUT 3 IHWMMH XiMiOTepaneBTHYHUMH JTiKapChKIMHU 3ac00aMHu, He NEPEBHLLYHOY U 3aranbHy
MaKkCHMallbHY KyMYJIATHBHY 103y 750 Mr/m2 (20,27 Mr/kr), MPOTArOM ychOro Nepioly CHMITOMATHYHOIO
JIKYBaHHS.

PAK A€YHHUKIB

Pekomennopana 103a ctaHOBUTS 250 MI‘/M?'f,Iloﬁy (6.76 Mr/kr/100y) y BUrNISAi 01HOPA30BOT OAEHHOT iH(Y3ii,
10 BBOAMTECA MPOTATOM 2 NOCNIA0OBHUX AHIB mepen ayTtonorivnowo HPCT, ne NEPEBULLYIOYH 3aranbHOT

MaKCHMabHOT KyMYJISTHBHOI 1031 500 Mr/M2 (13,51 MI/Kr) NpOTAroM ycboro Mepioay CUMITOMATHYHORO
JIKYBaHHS.

Y XJIMHH CTATEBUX KJIITHH

PexomennoBana no3a konuBaeTses Big 150 MI‘/MZ/JJOG)/ (4.05 mr/kr/n06y) oo 250 Mr/m2/ 106y (6,76 Mr/kr/mody)
¥ BUIIISI 0/THOPA30BOT WOAEHHOT iH(Y3iT, 110 BBOAHTHCA 3 AHI MOCMINE nepen aytojoriuHoio HPCT 3anexHo Bin
KOMOIHALIT 3 IHIIUMHK XiMiOTEZpaHeBTH'-]HHMH NKapCHKHMHU 3aC00aMi, He NePeBULLYIOUHN 3aranbHy MaKkCHMamnbHy
KyMyaaTuBHy 103y 750 mr/m= (20,27 Mr/kr), IpOTArOM ycbOro nepioay CHMITOMATHYHOIO JKYBaHHA.

AJIOTEHHA HPCT
I'emaTonoriyui 3axsoproranus

PekoMeH10Bana 103a PH reMaToNOrYHUX 3aXBOPIOBAHHAX KOMUBACTHCSA Bi 185 Mr/sz,,quy (5 mr/kr/noby) no
481 Mr/M‘?/ﬂo6y (13 mr/kr/noGy), posninena Ha oaHy abo ABi moneHHi indys3ii, wo BBoaAsTECS Bix 1 10 3 AHIB
nocmiins nepes anoredto HPCT 3anesxHo Bin koMGinaiii 3 iHmmmu XimMioTepaneBTHYHUMH JTiKapChbKUMHU
3aC00aMH, He NepeBHILYIOUH 3araibHy MaKCHUMaJIbHY KYMYJIATUBHY 103y 555 Mr/m2 (15 Mr/kr), MpOTAroM ychoro
Mepiony CHMNTOMATHYHOTO JiKYBaHHS.

JIMPOMA

Pexomenznosana no3a npu niMmdomi craHoButs 370 Mr/sz,uo()y (10 mr/kr/nody), posainena Ha aBi woneHHi
iHQysii nepen anorenxoro HPCT, He nepeBHILYIOUH 3aranbHol MaKCHMATLHOT KyMYJIATHBHOT 1031 370 MM (10

MI/KT) POTATOM YChOTO TIEPIOIY CHMITOMATHYHOTO JKYBaHHA.
MHOXHHHA MICJTIOMA

PexomennoBana 103a cranoBuTh 185 Mr/MZ/ﬂoﬁy (5 mr/kr/no6y) y Burasai o1HOpa3oBoi Mo aeHHOT indy3ii nepen
anoreHHoto HPCT, He nepeBuuIyioun 3aranbHOT MaKCHMANbHOT KYMYTATHBHOT 1031 185 /w2 (5 Mr/kr)
MPOTArOM YChOTO NEPiOy CUMIOTOMATHYHOTO JIiKYBaHHS.

JIEMKEMISA

PexomennoBana n103a konuBaeThes Big 185 Mr/M2/n06y (5 mMr/kr/noby) no 481 MF/MZ/HOG)/ (13 Mr/kr/no6y),
po3jtinieHa Ha oaHy abo ABi woaenni indy3ii, wo BBOAATLC Bix 1 10 2 AHIB NOCHiAL nepen anorenHoro HPCT
3a/ICKHO BiZl KOMOIHANIT 3 iHIIMMK XiMIOTepaneBTHY HIMH JKapCBLKMMH 3ac00aMH, He TIePEeBULLYIOYH 3arajibHy

MaKCUMaJIbHY KyMYNATHBHY 103y 555 /M2 (15 Mr/Kr), NpoTAroM Ychoro nepiosy CMMOTOMATHYHOTO
JKYBaHHS.

TAJTACEMIA

PexomeHaoBaHa 103a cTaHoBUTL 370 MF/M2/I106y (10 mr/kr/106y), posninena Ha aBi wonewui indys3ii nepen
anorennoo HPCT, He mepeBuiIyoun 3aranbHOT MakcUManbHOT KyMYJIATHBHOT 1034 370 /w2 (10 mr/xr)
MPOTATOM YChOTO NMEPIOLY CHMITOMATHYHOIO JTIKYBaHHS.
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Jo3yBaHHS V NeAlaTpPUYHUX MALLi€HTIB

AVTOJAOITYHA HPCT

Coniani nyxanun

PexomenaoBana 103a NpH COIIHMX MyXJIHHAX CTAHOBWTE Bijl 150 Mrfmzfﬂoﬁy (6 mr/kr/nody) no 350 MI“/Mz/,ElOﬁ}’
(14 mMr/kr/nody) y BUrIAal 0IHOPA30BOT IONCHHOT iH(Y3ii, 110 BROAUTLCS Bl 2 10 3 AHIB MOCHih nepes
ayronoriunoio HPCT 3anexHo Bi KoMOiHaLIl 3 iHIIMME XIMIOTepaneBTHYHNUMH JTIKapCLKUMH 3ac00aMH, He
NEPEBUILYIOUH 3aralbHy MaKCHMaIbHY KyMYISTUBHY no3y 1 050 MI/M2 (42 MI/Kr), NpoTAroM ycboro nepioay
CUMITOMATHYHOTO JIIKYBAHHS.

MY XJIMHHW IHHC

PexomenoBaHa 103a cTaHOBUTE Big 250 I\1I"/M2fﬂ05y (10 mr/kr/no6y) no 350 Ml'szfIIOGy (14 mr/xr/nody) y
BUIJISLLI O/IHOPA30BOT 101eHHOT iH(Y3il, 10 BBOAUTBCS NPOTAroM 3 AHIB nocniie nepen ayronoriunow HPCT
3a/1eKHO Bill KoMOiHALT 3 IHIIMMHM XiMioTepaneBTHYHHMH TKapChbKUMU 3acobamu, Oe3 mepeBHILEeHHS 3aranbHoT
MaKCHMallbHOT KyMyIATHBHOI 1031 1 050 Mr/M2 (42 Mr/kr) MPOTATOM YCBOTO MEpioay CHMOTOMATHYHOIO
JIIKYBaHHA.

AJIOTEHHA HPCT
IemaTtonoriyni 3axeopoBanus

Pexomeniorana 103a npH reMaToNorivHUX 3aXBOPIOBAHHAX CTAHOBHTS Bia 125 MF/M2/1106y (5 mr/kr/noby) oo
250 mr/m2/ 106y (10 mr/kr/n06y), posainena Ha oxny abo ABi moaeHHi indysii, o BBoAATECA Bix 1 10 3 AHIB
nocnine nepen anorennoro HPCT 3anexHo Bia koMOiHauii 3 iHmmMu X]MiOTepaI‘leBTH'-IHMMH JKAPChKUMH
3aco0amMu, He NMePeBHLLYIOYH 3araibHy MaKCHMAIbHY KyMYIATHBHY 103y 375 M/ v (15 MI/Kr). npoTAroM ychoro
nepioy CHMNTOMATHYHOTO JIIKYBaHHS.

JIEMKEMISA

PexoMeHI0BaHa 103a CTAHOBUTEL 250 MF/Mz/I[OGy (10 mMr/kr/no0y), posainena Ha JIpi moaeHHi iHdy3ii nepen
anorexHow HPCT, ne neperuuiytoun 3arajibHOT MaKCUMalTbHOT KYMYJIATHBHOT 1031 250 /w2 (10 mr/kr)
[POTATOM YCHOTO NEPioNY CUMINTOMATHYHOIO JIIKYBaHH.

TAJIACEMIA

PexomeHnnoBaHa 103a ctaHoBUTh Big 200 Mr/szﬂoﬁy (8 Mr/kr/noby) no 250 Ml"szfjloﬁy (10 mr/kr/nody),
posjliieHa Ha [Bi WoxeHHi inys3ii, 1o BBoAATECA Nepel anorenHow HPCT, He nepeBHILYIOUN 3araibHy
MaKCHMaIbHY KyMYISTHUBHY 103y 250 wr/m? (10 Mr/Kr), mPOTArOM YCBOTO Nepioay CHMNTOMATHYHOIO
NIKYBaHHS.

PED@PAKTEPHA ITUTOIIEHIA

PexoMeH0BaHa 1033 CTAHOBHUTE 125 Mr/M2/1106y (5 Mr/kr/no0y) y BUrIA1i 0IHOPa30Boi oAeHHOT iHdY3il, 1wo
BBOJUTLCS MPOTATOM 3 nocnmosnux nuis nepen anorenHoo HPCT, He nepeBULIYIOYH 3arajibHOT MAKCHMATLHOT
KYMYJIATHBHOT 1031 375 MI/M2 (15 MI/KT) NpOTATOM YCbOTO NEpPioLy CHMITOMATHYHOIO JiKYBaHHA.
TEHETHYHI 3AXBOPIOBAHHSAI

PexomenaoBana no3a cTaHOBUTE 125 Mn’M2/ﬂ06y (5 Mr/kr/no0y) y BUrIAi 01HOPa30BOi WoaeHnoi iHdy3ii, mo
BBO/IMTECS NPOTATOM 2 MOCTIAOBHUX JHiB nepes anoreiHor0 HPCT, He nepeBMILylOuH 3araibHOi MaKCHMAIbHOT

KyMYJIATHBHOT 1031 250 MI/M2 (10 MI/Kr) NpOTATOM YCHOTO MEpPioLy CHMITOMATHYHOTO JIiKyBaHHs.
CEPINOBUAHOKJIITUHHA AHEMIA

PekoMennoBana 103a cTaHOBUTEL 250 Mr/MZ/.uoﬁy (10 mr/kr/noGy), posninena Ha 1Bi woaenni indysii nepen
anoredHor HPCT, He nepeBHILyl04H 3aralbHOT MAKCHMAJILHOT KYMYIATHBHOT 1031 250 MI/M2 (10 mr/kr)
MPOTATOM YCLOIO Nepioly CUMITOMAaTHYHOTO JIKYBaHHA.

BinHoBneHHs

Tiorena Pimcep. 15 Mr, mOpPOWIOK IS PUTrOTYBAHHS KOHLIEHTPATY JUis PO3YHHY g iHdy3iii

Ilpenapar TioTena Pimcep HeoOXinHO PO3BOAMTH 3 1,5 MJI CTepUILHOT BOIH 1715 1H'€KLi.

BHKOPHCTOBYIOUH WINPHIL 3 FOIKOKO, HAGEPITH CTEPIILHUM cMOocoGOM 1.5 MJI cTepHILHOT BOAM A1st iH'eKLiii.

Tiorena Pimcep, 100 Mr, mOpOLIOK Allsi NPUrOTYBAaHHA KOHUEHTPATY JUTA PO3YMHY IS indy3ii
penapar Tiorena Pimcep HeoGxinto possoanth 3 10 M1 cTepHiIbHOT BOAM UTA iH'EKLi.
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BHKOPHCTOBYIOUH LIMPHLL 3 FOTIKOKO, HA0EPITh CTEPHIBLHUM cnocodom 10 M1 cTepHIIbHOT BOAN /A iH'EKLi.

BeeniTh BMIiCT INpULA Y (IaKOH Yepes ryMOBY MpoOKY.

BuiiMiTh WNpuLL i FONKY i nepeMiliaiite BpYHHY ULIAXOM 0araTopasoBHX NepesepTakb.

HeoOXinHO BUKOPHCTOBYBATH TilbKK 0¢30apBHi po3unnu 0e3 OyAb-KHX TBEPAHX HaCTHHOK. BinHoBieH] pO3UHHH
MOKYTh 1HOI MIPOABNATH OMANECUEHLII0; TAKi PO3UHHN BCE L1e MOAKHA BBOJMTH.

IMonanbiie po3BeeHHA B iH(y3iiiHOMY nakeTi

BiaHOBIEHMH PO3YMH € FNOTOHIYHUM 1 NoBHHEH 0yTH 101aTKOBO PO30aBICHHIT NEPel BBCACHHAM 500 M3 po3unny
HaTpito xnopuay 9 mr/mn (0,9%) ans in'ekuiit (1 000 ma, skwo no3a nepesuuiye 500 Mr) abo BianmosiaHUM 00'eMOM
HaTpito xnopuay 9 mr/mi (0,9%) s OTpUMaHHA KiHUEBOT KOHUEHTpALIT npenapary Tiorena Pimcep Bia 0,5 10 1 Mr/ma.

3acrocyBaHHA
IH¢y3iiiHuit posuns npenapary Tiotena PiMcep nepe BBECHHAM CIliAl Bi3yalbHO NepeBipuTH Ha HasBHICTb TBEPIHX

yacTUHOK. PO3UMHH, II0 MIiCTATE Ocaj, CJij BUKUIATH.

TudysiitHuit po3uuH HeoOXiAHO BBOIMTH NaLlicHTaM 3a J0MOMOroko iHdy3iiHoro Habopy, OcHaIeHOro BOYI0BaHHM
dinbTpom 0,2 MkM. DinbTpaLlis He BILIMBAC HA ePEKTHBHICTb PO3HHHY.

Tiotena PiMcep cJ1iJl BBOAHTH acenTHYHO y BUIIALi 2-4-roauuHoT indysil npu KiMHaTHi temmnepatypi (6anssko 25°C) i
HOPMaJILHOMY OCBITJICHHI.

Jlo i nicns koxHoT indy3ii BHYTpilHiil kaTeTep c/1i MPOMUBATH NPUOIH3HO 5 M PO34HHY HATPIKO XJ0pHay 9 MI/MIT
(0,9%) nns iH'ekwiii.

Vrunizaitis
[Ipenapart Tiotena Pimcep npu3HaueHuii TibKK JUIs OTHOPA30BOTO BHKOPUCTAHHA.
By/ib-siKi HeBMKOPMCTaHi fikapchki 3aco01 abo BiAXOAM ClliJl yTHIi3yBaTH Bi/INOBIAHO 10 MiCLIEBHX BUMOT.
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TOJNATOK I

3ATAJIBHA XAPAKTEPUCTHKA JIIKAPCBKOI'O ITIPEITAPATY



1. HAWUMEHYBAHHS JIIKAPCBKOI'O 3ACOBY
Tiotena Pimcep, 15 Mr, MOPOLLIOK /14 NPUTOTYBAHHA KOHLEHTPATY JUIA PO3YHHY JUIA iH]Y3iii

Tiorena Pimcep, 100 Mr, nopoiok A1 NPUTOTYBaHHs KOHLUEHTPATY JUIS PO3YMHY 1A iHY3iii

2. SIKICHUM 1 KIJIbKICHUIN CKJIAQ

Tiotena Pimcep. 15 Mr. nopowiok Ais npuroTyBAHHA KOHLUEHTPATY Ul PO3UMHY s iHdy3iil
Onunn (hnakon nopomky Mictuts 15 Mr npenapaty TioTena.
[Ticnst posseneHHs 1,5 M Bonw 115 iH'€K i KoxkeH M po3uuny MicTuTh 10 Mr npenapary Tiotena (10 mr/ma).

Tiorena Pimcep, 100 Mr. HOpOWIOK /115 NPUTOTYRAHHS KOHLUEHTPATY /Ul PO3YHHY A iHdy3ii
Onun ¢nakon nopomwky Mictute 100 Mr npenapaty TioTena.
[Micns possenenns 10 Mn Boam s in'ekuiii KoskeH M po3unHy MicTuth 10 mr npenapaty Tiotena (10 mr/v).

TToBHHUIT CIUCOK TOMOMIKHHMX PEHOBHH UB. Y po3aidi 6.1.

3 JIKAPCbKA ®OPMA
TTopoimok 1uist NPUroTYBaHHA KOHUEHTPATY /IS PO3UMHY /A IH(Y3ii (OPOLIOK 718 KOHIIEHTPaTY).

Binuit kpHcTaniuHMii MOPOILOK.

4. KJITHIYHI JAHI
4.1 IlokasaHHs 10 3aCTOCYBAHHS

Tpenapar TioTena Pimcep nokasaHmii B KoMGiHALLT 3 IHIIMMM XiMioTepaneBTHY HUMH TpenapaTamu:

° 3 abo Oes3 3aranbHOro onpominenns Tina (TBI), sk cumnToMaTHuHe JTiKYBaHHS NMepe aTOreHHOK a60
AYTOJIOTiMHOK TPAHCTLIAHTALIEI0 TeMOMOETHYHHX NPOreHiTopHuX KaitiH (HPCT) NpH reMaToNoT uHUX
3aXBOPIOBAHHAX Y TOPOCIHX Ta aiTeii;

. KOJIM BUCOK0/1030Ba XiMioTepanis 3 ninTpumkoto HPCT niaAXoauTh A8 NikyBaHHS COMIIHIX NYXJIHH Y
JOpOCTHX i aiTeil.

4.2 Pexum 103yBanus i cnocié 3acrocyBanns

l'[epe,u TpaHClUIaHTaL[lEIO réMOMOEeTHYHHX nporemTopHux KJITHH HpP{HOM npenapaTy Tiotena PIMCEp MOBUHEH
NpOBOOHTHCA MiJ1 HArIS10M .TllKap}I AKUH Ma€ JOCBII MO0 CUMITTOMATHIHOTO HlK}*’B&HHﬁI

Pexcum n03yBaHHA

INpenapar TioTena PiMcep Mpu3HauacThes B PisHUX 103aX y KOMGIHALLT 3 iHWHMK XlMlOTCpaHEBTHHHHMH
KapChKAMH 3ac00aMH MaLieHTaM 3 reMaToI0rMHUMH 3aXBOPIOBAHHAMH 260 COMiAHMMMU MyXIHHAMH J10
npoeenenHs HPCT.

Tosizomuisinocs npo 3actocyanHs npenapary Tiotena PimMcep y nopocaux Ta aiTeit 3a1exHno Bin tuny HPCT
(ayronoriuna abo anoreHHa) Ta 3aXBOPIOBaHHS.



Hopocni
AVTOJIOTNTYHA HPCT

lemamonoziuni saxeoproganns

Pexomenaopana 103a MpH reMaTol0ruHUX 3aXBOPIOBAHHAX KOJAMBAETLCA Bin 125 Mr/MZ/ﬂoﬁy (3,38 mr/kr/nody)

1o 300 Ml"/Mz/ﬂO6y (8,10 mr/kr/no0y) y BMrIs i 0AHOPA30BOT WOAEHHOT iH(Y3ii, W0 BBOANTLCA Bin 2 10 4 AHIB
nocninb nepen ayronoriunoro HPCT 3anexuo Bix komGiHawii 3 iHWHME XiMiOTepaneBTHYHIMHU TiKapChKuMu

3aco0amu, He NEPEBUILYIOYH 3arallbHy MaKCHMAIbHY KYMYIATHBHY 103y 900 M2 (24,32 Mr/KT), NIPOTArom
YChOTO NEPioLy CHMNTOMATHYHOTO JIIKYBAHHA.

JIM®OMA

PexomennoBaHa no3a KoaMBaeTLCs Bia 125 MF/M2/I[06)/ (3.38 mr/kr/nody) mo 300 Mr/MZ/noﬁy (8,10 Mr/kr/noby)

¥ BUIJIAI 0JIHOPa30Boi woneHHoT indyy3ii, 110 BROANTBEA Bia 2 10 4 AHIB NOCHinb nepen ayronoriunow HPCT
3aJ1€3KHO BiZl KOMOTHALT 3 IHIIUMH AlMIOTepaneBTH'—iHHMH NiKapchKUMK 3ac00aMH, He TIEPEBHLLYIONH 3araibHy
MakCHMasbHy KYMYyIATHBHY 103y 900 Mr/m2 (24,32 MI/Kr), npoTAroM ycbOro nepioay CHMITOMAaTHYHOTO
JKYBaHHS.

JIM®OMA LIEHTPAJIbHOI HEPBOBOI CUCTEMMU (L{HC)

PekomenaoBaHa 103a cTaHOBMTHL 185 MI‘/M2/J;[06y (5 mr/kr/mo0y) y BUrIsAl 04HOPa30Boi woxeHHOT indys3ii, 1o
BBOAMTLCA MPOTArOM 2 NOCHIAOBHMX 1HIB mepen ayronoriynoro HPCT, He nepeBMILyIOuH 3araibHoi
MakCcHUManbHOl KymynaTuBHol noszu 370 /w2 (10 Mr/kr) mpoTAroM ycboro nepioay CHMNTOMAaTHUYHOIO
NiKyBaHHS,

MHOXHWHHA MIEJIOMA

PexoMeHn0BaHa 103a KoJauBaeThes Bin 150 MF/MZ/HOG)/ (4.05 mr/kr/nody) no 250 MM/ 100y (6,76 Mr/kr/noby)
¥ BUTJISILL 0AHOPa30BoT 1o/1eHHoT iHdy3il, mo BBoAMTLCA 3 aHi nocnink nepen aytonoriukor HPCT sanexuo ix
KOMOIHaLIT 3 IHITHMH xiMiOszaneBTHqHﬂMH MKapCbKUMH 3ac00aMH, He TIEPEBHILYIOUH 3arabHy MakCHMAaIbHY
KYMYJATHBHY 1103y 750 Mr/M~ (20,27 MI/kr), NpoTaroM ycboro nepiony cMMOTOMAaTHUHOTO JiKyBaHHS.

Conioni nyxnurnu

Pexomeﬂﬂosaﬂa J103a NPH CONIAHUX MYXJMHAX CTAHOBHTS B 120 Ml‘/szﬂoﬁy (3.24 mr/kr/no6y) oo 250

Mr/M /uoﬁy (6,76 mr/kr/noby), posninesa Ha o1Hy ado ABi WoAEHHI iHDYs3ii, 110 BBOAATHCA Bia 2 10 5 AHIB
nocniib nepen ayronoriudoro HPCT 3anexkHo Bin komGiHalil 3 iHmmmu xtM]OTepanesquumu TKapChbKUMHU
3aco0aMi, He NIEPEBHLLYIOUH 3araibHy MAKCHMAIIbHY KYMYJISTHBHY 103y 800 Mr/m2 (21,62 mr/kr), npotsarom
YChOro Mepiony CHMNTOMATHYHOTO JTiKYBaHHS.

PAK MOJIOYHOI 3AJ103U

PekoMeHI0BaHa 103a KOIHBAETHCA Bin 120 MF/MZ/,I[Oﬁy (3.24 mr/kr/noby) oo 250 M]"/MZ/}_'l06y (6,76 Mr/kr/mody)
Y BUIJIA1I OIHOPAz0ROT 0AeHHOT indy3ii, 0 BROAMTHLES Bia 3 10 5 anie nocnine nepen ayrosoridsioro HPCT
3aJ1€KHO Bill KOMOIHALT 3 IHIITHMMHE XlM]OTt‘paneBTH'-IHHMH NKapChbKUMH 3aC00aMH, HE NepeBHILYIOYH 3araibHy
MaKCHMallbHy KyMYJIATHBHY 103y 800 /M2 (21,62 Mr/Kr), MpoTATOM YCbOro Nepiomy CHMITOMATHYHOTO
NiKyBaHHA.

ITYXJIUMHU LIHC

PexomeHI0oBaHa 103a CTAHOBUTB Big 125 Mr/M2/ﬂ06y (3.38 mr/kr/nody) oo 250 MI"/MZ/JJO6y (6,76 Mr/kr/noby),
po3ainena Ha oaHy aGo ABi woAeHHi iHAY3ii, W0 BBOAITLCS Bia 3 10 4 AHIB MOCTib nepen ayronoriynoro HPCT
3aIeKHO B koMOiHaii 3 IHIIMMH XiMiOTepaneBTHYHHMH NiKapChKUMH 3ac00aMHu, He NEPERUIIYIOUHN 3arallbHy
MaKCHMalbHY KyMyJnsaTUBHY 103y 750 Mr/m2 (20,27 Mr/Kr), IpOTAroM ychboro nepiosy CUMITOMATHYHOTO
JIiKYBaHHS.

PAK JA€YHUKIB

Pexomeniorana 103a ctanoBuTh 250 MI‘/M2/,£[06}’ (6,76 mr/kr/no0y) y BUrIAAl 01HOPA30BOi 1OAEHHOT iH(YS3ii,
110 BBOAMTBCH MMPOTATOM 2 MOCHiA0BHUX IHIB nepeﬂ ayronoriunoro HPCT, He nepesuIILy04M 3aranbHoT

MaKCHMallbHOT KyMYIATHBHOT 1031 500 MM (13,51 Mr/Kr) npoTAroM ychoro nepioay CHMITOMAaTHYHOTO
JIKYBaHHS.

MY XJIMHU CTATEBHMX KJIITUH

PexomeHnoBaHa 103a konuBaeTbes Big 150 MF/sz,ElOGy (4,05 mr/kr/mody) o 250 Mr/M2/ no0y (6,76 Mr/kr/nody)
Y BUIIIA1 01HOPA30BOT 10AeHHOT iH(DY3iT, 1o BROANTBLCS 3 AHI nocninb nepen ayronorivHoo HPCT 3anexHo Bin
KomOiHaUii 3 iHwWHMK MMlOTepaneBTmuuMH NKapCbKHUMM 3aC00aMH, He NEPEBULLYIOUH 3aralbHy MaKCHMaTbHY
KYMYJATHBHY 103y 750 Mr/m2 (20,27 Mr/kr), NPOTATOM YCBOTO MEPiOLY CHMITOMATHYHOTO TiKYBAHHS.



AJIO'EHHA HPCT

Tevamonoziuni saxeopiosanis

Percomen,uosaﬂa 1034 [PH FeMAaTOIOTIHHUX 3aXBOPIOBAHHAX KOJIHBAETLCA Bia 185 Mr/szﬂoov (5 Mr/kr/noby) no
481 mr/m? /n0dy (13 mr/kr/no6y), posninena Ha oaHy abo JiBi WoAeHH] iHY3IT, 10 BBOASTLCS Bin 1 10 3 aHiB
nocnine nepea anorennoro HPCT 3anexkHo Bin KoMOiHaii 3 iHIIMMHI XiMioTepaneBTHYHUM K TKapCLKUMH
3aC00aMH, HE NEPEBULLYIOUHN 3aralbHy MaKCHMAIbHY KyMYJISTHBHY no3y 555 Mr/m2 (15 mr/kr), nporsiroM ycboro
nepioy CMMNTOMaTHYHOIO JIIKYBAHHS.

JIIMOOMA

PexkomenoBaHa f103a npu niMoMi ctanosuTh 370 Mr/sznoﬁy (10 mr/kr/nody), posainexa Ha Bi 1IOIEHH]
iny3ii nepen anorerHoo HPCT, He nepeBHIILYIOUH 3aranbHOi MAKCUMANLHOT KYMYJIATHBHOT 1031 370 Mr/m2 (10
MI'/KT) IPOTATOM YChOTO MEPioNy CHMITOMATHYHOTO JiKyBaHHS.

MHOXHWHHA MIECJIOMA

PekomennoBana no3a cTaHoBUTS 185 MT/M2/306)’ (5 mr/kr/no6y) y Burnani onHopasoBoi woaeHHoT indys3ii nepen

anoreiHoro HPCT, He nepepuiiytoun 3araibHoi MaKCHMalbHOT KYMYISTHBHOT 1030 185 Mr/M2 (5 mr/kr)
NPOTATOM YCHOTO NEPIOY CHMNTOMATHYHOIO JIIKYBaHHA.
JJEMKEMISA

Pexomennosana 103a konuBaeThes Bia 185 M]'/szﬂ()ﬁy (5 Mr/kr/n06y) no 481 Mr/M?“/quy (13 mr/kr/noby),
poszineHa Ha oany abo nBi wioaenHi ingysii, 1o BBoaATbCA Bia 1 10 2 mnie nocnink nepea anorennoro HPCT
3a/1eKHO BIIL KOMOIHaLT 3 IHIIMMHU XiMiOTepaneBTHYHHMHU JiKapChbKUMH 3ac06aMH, He NepeBHLLYIOYH 3arajibHy
MaKCHMaJlbHY KYMYJIATHBHY 103y 555 Mr/M2 (15 MI/Kr), mpoOTATOM YCLOTO MEPIOAY CHMIITOMATHYHOTO
JiKyBaHHsI.

TAJIACEMIA

Pexomennosana mosa ctaHoBuTh 370 MF/M2/I106}’ (10 mr/kr/nody), po3aineHa Ha ABi Wwo/eHH] iH(y3ii nepen
anorenHoro HPCT, He nepeBuulyioun 3aranbHoi MaKCHMaIbHOT KyMyaaTHBHOT 1034 370 Mr/mM< (10 MT/KT)
NPOTATOM YCLOTO NEPIONY CHMNTOMATHYHOTO JIKYBAHHS.

Hayicnmu oumsuozo gixy

AVTOJIOITYHA HPCT

Conioni nyxaunu

PekoMeH10BaHa 103a MPH COJIIIHNX NyXJMHAX CTAHOBHTB Bix 150 Mr/M2/u06y (6 Mr/kr/nody) no 350 MF/M2f,Il06y
(14 mr/kr/no6y) y Burnsai 01HOpa3oBoi woaeHHoT iHdys3ii, 110 BBOAMTbCA Bia 2 10 3 AHIB mochink nepen
ayronorignolo HPCT 3anexno pin komGiHauii 3 iHmmmMu xmmmpanesmqunmw nikapchKHMU 3acobamu, He
NEPEBHIIYIOYH 3arallbHy MaKCHMallbHy KyMYIATHBHY 103y 1 050 Mr/m2 (42 Mr/Kr), NPOTATOM YCBHOTO MNepioy
CHUMIITOMATHYHOTO JIIKYBaHHS.

MY XJIMHHA ITHC

PekoMeHI0BaHa 103a CTAHOBHTS Big 250 MI‘/szﬂ,OGy (10 mr/kr/no6y) no 350 Ml"fM2/1106y (14 mMr/kr/nody) y
BHITIAAI 0OIHOPA30BOi WOAEHHOT iH(Y3ii, 0 BBOAUTLCS NPOTATOM 3 JHIB noCHiNb nepen ayrojoriuHow HPCT
3aNesKHO Bil koMOiHaLi 3 iHIIMMH XiMiOTepaneBTHYHHMH TiKapchKMMK 3aco0am, 6e3 NepeBHILEHHSs 3aralbHOT
MaKCHMaJIbHOT KYMYJIATHBHOT 1031 1 050 ME/p2 (42 MI/KT) IPOTAroM ychLOTo nepiogy CUMNTOMaTHYHOTO
JIKYBaHHS.

AJIO'EHHA HPCT
Temamonoziuni saxeopiosanns

PCKOMBHI{OB&Ha 11032 MPH reMaToIoTIYHUX 3aXBOPIOBAHHAX CTAHOBUTH Big 125 MI'/MZ/.[loﬁy (5 mr/kr/nob6y) no
250 mr/m? / 100y (10 Mr/kr/no6y), po3ninena Ha oaHy abo Asi woaeHHi indys3ii, wo BBOAATLCA Bin 1 10 3 aHiB
nocnijib nepen anorennoto HPCT 3anexkHo Bia komGiHallii 3 iHIMMH XiMioTepaneBTHUHIMM JKapChKHMH
3ac00aMH, He NEPEBHLLYIOUH 3araibHy MaKCHMabHY KyMYJISTHBHY noszy 375 MM (15 mr/kr), nporsirom ycsoro
nepioy CHMATOMAaTHYHOTO JTiKYBaHHSA.



JIEHKEMIA
PekoMeHI0BAHA 1033 CTAHOBUTH 250 Mr/mM=/n06y (10 Mr/kr/nody), po3iieHa Ha ABi woaeHHi iHdy3ii, wo

a2
BBOASTHCS Nepes anorennoio HPCT, He nepeBULLYIONH 3aranbHy MaKCUMAIbHY KYMYISTHBHY 103y 250 MI/M
(10 MI/Kr), NPOTATOM YChOTO TEPioLy CHMITOMATHYHOTO JiKYBaHHS.
TAJTACEMIA

PekoMeHI0BaHA 1032 CTAHOBUTL Bix 200 Mr/MZ/noﬁy (8 mMr/kr/mody) no 250 Mr/1\12f,ao6y (10 mr/kr/nody),
po3ninena Ha Bl moaeHHi iHdy3ii, 1o BBoaaThes nepen anorennoo HPCT, He NepeBHLLYIOYH 3aralbHy

MaKCHMalIbHY KYMYJIATHBHY 103y 250 /M2 (10 Mr/Kr), IPOTATOM YChOTO NEPIOLY CHMITOMATHHOIO
JiKYBaHHA.
PE®PAKTEPHA LIMTOIIEHIA

PekoMeHa0oBaHa 1033 CTAHOBUTL 125 MF/szllOG)’ (5 Mr/kr/mody) y BHOIALL 01HOPa30BOT WoaeHHOT 1HY3ii, 1o
BBOJMTRCS MPOTATOM 3 nocninoBHHX AHIB nepen anorenHoro HPCT, ve neperuiyioun 3araibHOi MaKCHMalbHOT

KYMYIATHBHOT 1034 375 Mr/m? (15 MI/KT) IPOTATOM YCHOTO MEPIOLy CHMATOMATHUHOTO JIIKYBaHHA.
I'EHETHYHI 3AXBOPIOBAHHA

PekomeH/10BaHa /103a CTAHOBUTH 125 Mr/MZ/noﬁy (5 mr/kr/noby) y BUrIsal 01HOPA30BOT WOAEHHOT iHDY3IT, 110
BBOIMTHCA NPOTATOM 2 TIOCHINOBHUX IHIB nepen anoreHnoro HPCT, He nepeBuiyto4H 3aranbHoi MaKcuManbHOT

KYMYJIATHBHOT 1031 250 /v (10 Mr/Kr) mpOTATOM YChOro Mepiojly CHMITOMAaTHYHOTO JTiKyBaHHS.
CEPINIOBUAHOKIIITUHHA AHEMIA

PexoMeHaoBaHa n03a cTaHoBUTh 250 Mr/szﬂoﬁy (10 mr/kr/nody), po3nineHa Ha aei woaeHHi indys3ii nepen

anorenHoro HPCT, He mepeBHIYIOUH 3aralbHOT MAaKCUMAIbHOT KyMyIATHBHOT 103K 250 Mr/M2 (10 Mr/kr)
NPOTATOM YChOTO Mepiojly CHMITOMATHYHOTO JIIKYBaHHS.

Oco0nuBi rpynu nauieHTip

Huprosa nedocmamuicnis

JlociDKEeHH s Y NAaui€HTIB 3 NOpYIIeHHsIM QyHKLIT HHPOK He npoBoauauca. Ockinbkn npenapat Tiotena Ta iforo
MeTabOoJITH MOraHo BUBOAATLCSA 13 CEUel0, He PEKOMEH/IYEThCH 3MIHIOBATH 103Y Y MALIEHTIB 3 HUPKOBOIO
HeI0CTATHICTIO JIerkoro abo cepeIHLOT0 CTYNEHs TAXKKOCTI. PeKOMeH10BaHO MpU3HAYaTH TIpenapaT TakuM
nawieHTam 3 o0epeHicTo (auB.po3ainu 4.4 15.2).

[euinkoga nedocmamuicme

[Tpenapat TioTena He BUBYABCA Y MALIEHTIB 3 MeuiHKOBOI HepocTaTHicTIo. Ockinbku npenapat TioTena B
OCHOBHOMY MeTa00/Ti3yeThes yepes NediHKy, HeoOXiTHO JOTPUMYBATHES 00epeKHOCTI MPU 3aCcTOCYBaHHI
npenapaty TioTena y nauieHTiB 3 MopymeHHaM QYHKLUIT nedinkn, 0co0aMBO Y NALIEHTIB 3 TAKKOIO NEUiHKOBOIO
HeocTaTHiCTIO. He pekoMeHIyeThes 3MIHIOBATH 103y NPH MiHIMBHUX 3MiHaX MOKa3HHUKIB QYHKUIT neviHky (aus.
po3nin 4.4).

Hayienmu nimuboeo 8iKy

3actocyBaHHsA npenapaty TioTena y Nawi€eHTIB JIITHLOrO BiKY crneulianbHO He BuBYanocsa. OIHAK Y KIIHIYHUX
HOCJIAXKEeHHSX YacTKa NALieHTIB cTapiue 65 poKiB OTPUMYBaJa TY 5K KYMYJISTHBHY 103Y, 10 ii iHwi nauientn. He
6yno notpebu y KOpUryBaHHi 103H.

Cnocif 3acTocyBaHHA

[1penapat Tiotena PiMcep npu3HaueHuii s BHYTPILIHBEOBEHHOTO 3acTOCyBaHHs. [Ipenapar noBHHEH BBOIUTH
kBatidikoBaHMil MeANUHHIL NPALLIBHUK Y BUIJIAL] BHYTPILIHLOBEHHOT iHOY31T npoTaroM 2-4 roauH yepes
LEHTpaJIbHUI BEHO3HHI KaTeTep.

Koxen ¢nakon npenapaty TioTena na 15 Mr HeoOXinHo po3secTH 3 1,5 MJI cTepHIBHOT BOIM 414 iH'€KLIH.
Koxen nakon npenapaty Tiotena na 100 mr HeobxinHo poseectu 3 10 MA cTepuIbHOT BOAM 1N 1H'€KIIIH.
3aransHui 00'eM BIIHOBIEHHUX (UIAKOHIB JUISl BBEAEHHS CIi/ 101aTKOBO po3BecTH Y 500 MJ1 pO3UMHY XJ0pHay
Hatpito 9 mr/mi (0,9%) wis in'ekuiit nepen seeaeHusm (1 000 mu, sikuio no3za nepesuiye 500 mr). V aiteit, skuio
J103a HUaK4a 3a 250 Mr, MOKHA BUKOPUCTOBYBATH BiANOBiAHUI 06'eM po3unHy xnopuny Hatpito 9 mr/ma (0,9%)
JulAl iH'e€KLiH, 1100 OTPUMATH KiHLEBY KOHLeHTpauito npenapaty Tiotena Pimcep mixk 0,5 ta 1 mr/mi. IHeTpyKuii
111010 BiTHOBJIEHHS Ta MOJANBIIOIO PO3BEACHHA NEpe/ BBEIEHHAM AUB. Y po3aini 6.6.



3anobivcni saxedu, AKi HEOOXIOHO BHCUMU Neped BUKOPUCIIAHHAM ab0 68E0EHHAM AIKAPCLRO20 3acoby

MoKy Th BUHMKHYTH MicLI€Bi peakllii, NoB'a3aHi 3 BUMAAKOBHM BILTHBOM Npemnapary Tiotena. Tomy npu
NPUrOTYBAHHI POYHHY 1S iH(Y3iT peKOMEHIYETbCA BUKOPHCTOBYBATH PYKABHIKH. [Npu BUNaAKOBOMY NOTIANAHHI
po3umny npenapary TioTena Ha WKipy HEOOXIAHO HeraifHoO peTeNnbHO NMPOMHUTH WIKIpY BOJOIO 3 MHIOM. KO
npenapar TioTena BUNaAKOBO MOTPANNTE HA CIIH30Bi 000MOHKH, 1X HeoOXiZIHO PETEIbHO MPOMUTH BOJ0IO (JIME.
po3ain 6.6).

4.3 [Iporunoka3anusi

[TinBMIeHa Yy TINBICTh 10 aKTHBHOT peyosuHy. BarithicTs i nepion naktauii (aus. po3ain 4.6).
OHOuYACHE 3aCTOCYBAHHSA 3 BAKLIMHOIO MPOTH KOBTOT INXOMAHKH, @ TAKOK 3 )KHBHUMH BIDYCHHMH Ta
GaxTepiaibHUMHK BaKLMHAMH (AMB. po3ain 4.5).

4.4  Ocob6auBi BKkasiBKH i 3an00i:kHI 3ax01H

Hacninkom mikyBanus npenapatom TioTena y pekOMEH/10BaHii 1031 Ta 32 PEKOMEHI0BaHUM rpadikoM € rnuboka
Mienocynpecis, 110 BUHHKAE Y BCIX nauienTis. Moxe po3BHHYTHCS BaKKa rpaHyJOLHTONEH IS, TPOMOOUMTONEHIS,
aHeMis abo Gyab-sika ix kombinauis. ITia yac nNikyBaHHA Ta 0 OYXKaHHS HEOOXIIHO 4ACTO NPOBOANTH MOBHUIT
aHalli3 KpoBi, BKMoYaloun audepeHuianbHuii aHani3 TefikouuTis Ta aHalis TpoMOOUMTIB. 32 METUIHUMH
MOKa3aHHAMH CJ1i/L BUKOPHCTOBYBATH MPenapaTH /Uis BiIHOBICHHs TPOMOOLIUTIB T& EPHTPOLMTIB, @ TAKOK
akTOpH POCTY, TaKi K IpaHyI0LHTapHO-KonoHiecTHMY MO0 Hii akTop (I'-KC®). [Tin uac Tepanii mpenapaTom
TioTena Ta nicis TpaHCIIaHTaLil MPOTAroM He MeHine 30 JHIB PEKOMEHIYETBCS L1O/IHS POBOAHTH aHani3
JIEHKOLMTIB Ta TPOMOOLMTIB.

INpodinakTuyne abo eMnipuyHe BUKOPHCTaHHSA NPOTHIHGeKUifHUX npenapatis (GakTepianbHUX, TPHOKOBHX,
BIPYCHHX) CITi/l PO3IAAAaTH 15l NPOGINaKTHEN Ta NiKyBaHHA iHeKLii y nepion HelfTponeHii.

TMpenapat TioTena He BUBYABCA Y NaLi€HTIB 3 MEYiHKOBOKO HenocTaTHicTIo. Ockinbku npenapat TioTerna B
OCHOBHOMY MeTab0i3yeThes uepes neuiHky, HeoOXiaHo J0TpHMYBaTHCS 00epeKHOCTI NP 3aCTOCYBaHHI
npenapaty TioTena y nauieHTis 3 nopyeHHAM GyHKLUIT nevinky, ocodaneo y NALIEHTIB 3 TAKKOK MMe4IHKOBOK
HeA0CTaTHICTIO. TTpH NiKyBaHHi TAKUX NALICHTIB PEKOMEHIYEThCA PETYAAPHO KOHTPOIOBATH PiBEHb
CHPOBATKOBMX TpaHcaMiHas, yxHol gocdarasn Ta GinipyGiny nicas TpancnaanTauii A1 paHHBOTO BUABICHHS
renaToTOKCHYHOCTI.

V nauieHTiB, AKi OTPMMa/IH NONEPe/IHIO IPOMEHEBY Teparito, 1o Giblia abo 10piBHIOE TPHOM LIHK/IaM
ximMioTepanii, aGo nonepeaHo TPaHCILIAHTALLIO TPOTEHITOPHUX KAITHH, MOKe OyTH MiABHLICHHI PH3HK PO3BUTKY
11e4iHKOBOT BEHO-0KI031i1HOT XBopoOu (auB. po3ain 4.8).

Cijl 10TPMMYyBaTHCA 00EPEKHOCT] Y NMALIEHTIB 3 CEPLIEBMMM 3aXBOPIOBAHHAMH B aHAMHe31, @ y NalicHTiB, sAKi
oTpumyioTh Tipenapat TioTena, HEOOXIIHO PeryaAPHO KOHTPOMOBATH (PYHKLLIO CepLs.

CJlit JOTPHMYBATHCA 0GEPEXKHOCTI Y NALEHTIB i3 3aXBOPIOBAHHAMH HUPOK B aHAMHE3I, i Nia yac Tepanii
npenapartoM TioTena c1iji BpaXoBYBATH NepioAMYHNI MOHITOPHHT QYHKLIIT HUPOK.

Ipenapar TioTena Moxe BUKIHKATH JIETeHeBY TOKCHUHICTb, AKa MOke OYTH 101aTKOBOIO 110 ¢()eKTiB, BHKITHKaHHX
{HLIMMH LATOTOKCHYHNMMH areHTamH (Gycyabdan, paynapabin i nnknodocdamin) (aus. po3ain 4.8).

IlonepeaHe onpoMiHeHHs MO3Ky a00 KPaHiOCiHAbHE ONPOMIHEHHS MOKE CIPHATH PO3BHTKY TAKKHX TOKCHYHHX
peakuiif (Hanpukiaz, euedanonarii).

Heo6XiaHo NosSCHATH NAL€HTOBRI MiBULUIEHHIT PH3UK BUHHKHEHHA BTOPUHHOT 37105 KICHOT NX/IMHH Mia Yac
BUKOPUCTAHHA npenapaty TioTena, BiZOMOro KaHLEPOreHy y Moeii.

He pekoMeHIy€eThes 01HOYACHE 3aCTOCYBAHHSA 3 JKMBUMH aTeHyHOBaHHMH BaKUMHAMK (KPIM BAKLMH POTH KOBTOT
UXoMaHKH), GeniToiHoM i ocdeniToiHoM (1B, po3ain 4.5).



[penapat TioTena He CiZ NPH3HAYATH OJIHOYACHO 3 uuknodocdaminom, aKi10 00HIBa NPenapaTh MPUCYTHI B
OJIHOMY i TOMY 7 CHMIITOMATHYHOMY JiKkyBanni. [lpenapat Tiorena Pimcep HeoOXiIHO BBOAMTH M11C/1s 3aBEPLIEHHA

Gynb-skoi indysii umknodocdaminy (1. po3ain 4.5).

[py 01HOYACHOMY 3aCTOCYBAHHI mpenapary Tiotena Ta inri6itopis CYP2B6 ado CYP3A4 nauicHTH NOBHHHI
nepeGyBaTH 1111 PeTeNbHUM KAiHIYHIM HATJIAI0M (1HB. pozain 4.5).

Ak i GinblicTh ankinyrouux arexris, npenapat TioTena Moke NopyuyBaTH yosoBiMY ab0 KiHOUY (EPTHILHICTD.
[lauicHTH 4010BI4OT CTATi NOBHHHI 3BEPHYTHCS 32 KPIOKOHCEPBALLIEKD CMIEPMHM /10 NIOHATKY Tepanii i He MOBHHHI
3a4MHATH ANTHHY [T Yac NiKyBaHHA Ta MPOTAIOM POKY MIC/s NPUITHHEHHA AiKyBaHHs (IHB. po3ain 4.6).

4.5  Bsaemonis 3 iHIIMMH JiKapebKumu 3acobamn Ta inwi gpopmu B3aemoaii
Crneundiuni Bzaemoaii npenapary TioTena

YKugi BipycHi Ta GakTepiaqbHi BAKLMHN He NOBHHHI BBOANTHCSA NaLicHTy, AKHIT OTPHMYE IMYHOCYIIPECHBHH
XiMioTepaneBTHUHHIT penapar, i Mixk MPUIHHEHHAM Tepanii Ta BaKUMHALIE0 Ma€ MPOHTH HEe MEHLLE TPHOX MICSALLB.

IMpenapat TioTena, oueBuaHo, MeTaGonizyeThes yepes CYP2B6 Ta CYP3A4. OnHouacHe 3aCTOCYBaHHA 3
itriGitopamu CYP2B6 (HanpHKa, KIOMiZorpesnem Ta THKIOMIAHHOM) ado CYP3 A4 (Hanpuknaj, a30JibHUMH
NPOTHIPHOKOBHMH MpernapaTamMy, MakpoIigami, TakUMH K ePUTPOMILIH, KJIapUTPOMILIHH, TENITPOMILIMH Ta
iHriGiTOpaMHi NPOTea3k) MOse MiABHILYBATH KOHUeHTpauito npenapary Tiorema y Mnasmi KpoBi Ta MoTeHLifiHO
3HIDKYBATH KOHLEHTpaILilo aktieHoro Metabonity TEITA. OnHouyacHe 3aCTOCYBaHHS inmykTopis uuToXpomy P450
(taknx six pudamninmH, kapbamasenin, penodbapdiTan) MOKe NOCHIIOBATH MeTtabonizm nmpenapary TioTena, wio
NIPU3BOIUTE 10 MiABHLICHHS KOHIIGHTPAllii aKTHBHOTO MeTabouiTy B nnasmi kpoBi. Tomy Mmia 4ac 0IHOYACHOTO
3actocyBaHHA npenapary TioTena Ta UMX NiKapchKHX 3ac00iB MallieHTH NoBHHHI nepedyBaTH Mia peTe/IbHUM
KJIIHIYHMM HarJsa10M.

[penapar Tiotena € crabkum inriditopom CYP2B6 i, omike, MOKE NOTEHLIiHO NiABHILYBAaTH KOHLEHTPALIO B
nna3mi pevosiH, MeTabomi30BaHuX 3a nonomororo CYP2B6, Takux Ak ihocdamin, Tamokcuden, Gynpomnios,
edasipens i unknodocdamin. CYP2B6 karanisye MetaboiiuHe NepeTBOPEHHs uukiobocdaminy B HOoro akTHBHY
dopmy 4-riapokeuumknopocdamin (4-OHCP), i Tomy 0JHOHACHE 3aCTOCYBaHHSA Npenaparty TioTena Moe MPU3BECTH
710 3HWKeHHs KoHueHTpalii akriueHoro 4-OHCP. Tomy mia 4ac 01HOYACHOTO 3aCTOCYBAHHSA Npernapary Tiorena Ta
LMX JiKapChKNX 3ac06iB NALICHTH MOBHHHI nepeSyBaTH Ml KIIHIYHHM HArJIAIoM.

IMpoTunoka3zaHHs 10 OIHOYACHOTO 3aCTOCYBAHHA
BakiiHa npotH JKOBTOT TMXOMAaHKH: PU3UK CMEPTENBHOTO reHepemi’soaaHoro 3aXBOpPHOBAHHA, BUKJIHKAHOTO
BaKLUHHOH.

3aranom, XkuBi BipycHi Ta GakTepianbHi BaKUMHH HE OBUHHI BBOJHTHCA NALUEHTY, AKHIT OTpUMYE
iMyHOCYNpecHBHHiT XiMiOTepaneBTHYHHI NIpenapart, i Mix NpUNMHEHHAM Tepartii Ta BaKLMHALIE€XO MAE NPOITH He
MEHIIIE TPHOX MiCSLIB.

OpHOYaCcHe 3aCTOCYBAHHA HE PEKOMEHIYEThCS

JKuei aTenyiiopani BaKIHHM (KPiM XKOBTOT TUXOMAHKH): PHIUK CHCTEMHOTO, MOMIIMBO, CMEPTENBHOTO
3aXBOpIOBaHHA. Lel pU3HK MiABUILYETbCA Y MALIEHTIB, Y AKHX Bike ocnadnaenuii IMyHITET 4epes OCHOBHE
3aXBOPHOBAHHA.

3aMicTh LBOT0, KON 1€ MOAKIIMBO, CJTijl BHKOPHCTOBYBATH {HAKTHBOBAHY BIpYCHY BaKLMHY (MOTIOMIENIT).

DeHITOTH: PH3HMK 3aTOCTPEHHSA CYIOM B Pe3yJIbTaTi 3HHAKCHHA BCMOKTYBaHHS (JeHiTOIHY B TPABHOMY TPaKTi
LUTOTOKCHYHMM JIiKapchKHM 3ac060M a0 PU3NK MOCHICHHA TOKCHYHOCTI | BTpaTH eeKTHBHOCTI LINTOTOKCHYHOTO
nikapcbKoro 3aco0y uepes MocuIeHHa MeTabonisMy (eHiTOTHY B mediHL.

OnHoYaCHEe 3aCTOCYBAHHSA CiJ PO3rasjaT
L{MKI0CTIOPHH, TAKPOJIIMYC: HaaMipHa iMyHoCynpecis 3 pH3HkoM niMdonponidepaii.

AJKinyioui XiMioTepaneBTHyHi 3ac00H, BKIHOYal04H npenapat Tiorena, iHridyrOTh NceBAOX0MIHECTEpasy Ma3MH
Ha 35-70%. Jlia cyKUMHIIXOMIHY Moze OyTH NPOIOBKEHA Ha 5-15 XBUIIHH.



IIpenapar TioTena He ¢/l IPH3HAYATH OAHOYACHO 3 unknodocdamizom, skio o0uasa npenaparTi MPUCYTHI B
OIHOMY i TOMY % CUMITOMaTHYHOMY JiKyBaHHi. [Ipenapar Tiotena PimMcep He0OX11HO BBOMTH IIC/IA
sagepiienns Gyab-skoi ingysii unkiodocdaminy.

OnHoYacHe 3acTOCYRaHHA npenapary TioTena Ta iHIIMX Mi€IoCyMpecHBHUX a60 MieNOTOKCHYHNX 3ac00iB
(nanpuknan, wnknopocdaminy, mendanany, Sycynbhany, dymapabiny, Tpeocybbany) MoKe 301TbUINTH
PM3MK reMaTosoriuHuX nobiuHUX peakii yepes 07HAKOBI NPOdii TOKCHYHOCTI LIUX JIIKAPCLKHX 3ac00iB.

B3acMoJiis, 3araibHa U8 BCiX LMTOTOKCHYHNX JiKaPChKHX 3ac00iB

V 3B'13Ky 31 30UIbIIEHHAM PU3HKY TPOMGOYTBOPEHHS B Pasi 310AKICHHX HOBOYTBOPEHb HACTO BUKOPHCTOBYETHCA
AHTHKOAryJsHTHE JiKyBaHHs. Bucoka BHYTPIllIHBOIHANBIAyalbHA BapiaGenbHiCTh CTaHy 3ropTaHHs KPOBI M4 4ac
3710SIKICHHX HOBOYTBOPEHB 1 MOTEHLLHHA B32EMOJIif MiK NepopaTbHUMH AHTHKOATY IAHTAMHU i MPOTUMYXJIMHHOIO
XiMioTepamniclo BUMaraioTh, SKIIO BUPIllEHO JIiKyBaTH MaLi€HTa NepopaibHUMH aHTHKOAryIAHTaMH, 3011bIKUTH
yactoTy MoHiTopiHTY MHB (MiKHapoaHe HOpMaIli3oBaHe BIAHOLICHHS).

4.6  PenponykTupHa QYHKUis, BATITHICTL i FOAYBaHHS FPyIbMH

JKiHKH 3 AiTOpoAHKM moTeHuianom/KoHTpaleniis y YONIOBiKiB Ta XKiHOK

JKiHKH 3 2ITOPOIHUM MOTEHIIANOM NOBHHHI BUKOPHCTOBYBATH edeKTHBHI 3aco0u KOHTpaLenuii mij Jac
NiKYBaHHS, i TIepe/l MOYaTKOM JIiKyBaHHs C/lil MPOBECTH TECT HA BariTHICTD. [MauieHTH Yon0BiuoT cTATI HE
MORMHHI 3a4MHATH THTHHY Mij Yac JiKyBaHHA Ta MPOTArOM POKY TiC/isl NPUIHHEHHS NIKYBaHHS (nuB. po3nin 5.3).

BaritHicTb

Hemae 1aHuX Npo 3acTocysaHHs npenapary TioTena nin yac saritHocti. ¥ JOKITIHIYHHX J0CTIIAKEHHAX OYI10
nokasaso, mo npenapat Tiotena, Ak i GiIbWICTh ATKITYIOUHX AreHTiB, CIPHYHHAE emOpioderanbHy neTanbHicTh
Ta TepaToreHHicTh (A1B. posain 5.3). Tomy npenapar TioTena npoTunokasaHuii M/l yac BariTHOCTI.

TonyBanHa rpyAbMH

Herinomo, uu BuaLIseThes npenapat TioTerna/MeTaboiTH y MaTEPHHChKE MOJIOKO. Hepes iHoro (hapmakosoriyHi
BNACTMBOCTI T4 MOTEHLIHY TOKCHUHICTh /UTs HOBOHAPOLKEHHX/HEMOBJIAT, AKi nepeGyBatoTh Ha rpyIHOMY
BHTOIOBYBAHHi, 'Py/IHe BUMOIOBYBAHHS NPOTUIIOKA3AHO T/l 4aC JIKYBaHHA NPernapaToM Tiorena.

PenponykruBHa GyHKLLsA
SIK i GinbLuicTh ankinyounx arenTis, npenapat TioTena Moske MOPYLIYBAaTH YOJIOBIMY Ta XKIHOUY hepTUIbHICTS.
TMaticHTam 40/0BiOT CTATI CITiI 3BEPHYTHCSA 3@ KPIOKOHCEPBALIIEIO CIePMH /10 NO4aTKy Tepanii (11B. po3zin 5.3).

4.7 BB Ha 31aTHICTH KePyBATH TPAHCIIOPTHHM 32c000M i BHKOPHCTOBYBATH Pi3Hi MeXaHI3MH
Tpenapat TioTena ayske BIUIMBAC Ha 31aTHICTb KEPYBATH TPAHCTIOPTHHMH 3acobamu Ta MexaHizMamu. Llinkom
iMOBipHO, 1110 feAki no6iuni peakwii npenapaty TioTena, Taki K 3aNamMopo4eHHs, FONOBHHI Oinb i noriprieHHs
30py, MOYTh BIUTHHYTH Ha i (yHKLIT.

4.8 Heb6axani epexTn

KopoTkuii onuc npodinx 6e3neuHocTi

Besneunicts npenaparty TioTena GyJla BUBYEHa LLIAXOM aHalli3y HeBakaHUX ABMIL, NPO AKi NOBIIOMIAIOCH B
omy6IiKOBaHUX KNHIYHUX TOCAIDKEHHAX. V IMX J0CTiKeHHsX 3aranom 6588 nopocinx nauieHTis Ta 902
neniaTpMUHKX MallieHTH OTPUMYBAIH Npenapat TioTena A1s CUMITOMATHYHOTO JIIKYBaHHA Nepen
TPAHCTIAHTALICIO FeMATONOETHHHUX TPOTEHITOPHUX KIITHH.

Cepiio3Hi TOKCHYHOCTI, MOB'A3aHi 3 reMaTo/IOTIYHOK, NEYiHKOBOIO Ta IHXATbHOK CHCTEMAMH, PO3ITIAIANTHCS 5K
OuiKkyBaHi HACJiIKH CHMITOMATHYHOTO JIKYBaHHA Ta NMPOLECY TPAHCIUIaHTaLLi. J10 HIX BIIHOCATHCS iHdexuis Ta
peakiis «rpaHcranTat npotu rocroaapsy (PTIIL), ki, xou i He NoB'A3aHi Ge3nocepesHbo, OyiH OCHOBHUMH
NPUYHHAMH 3aXBOPHOBAHOCTI Ta CMEPTHOCTI, oco6mBo npy anorexHiin HPCT.

HaituacTiuMu noGiuHMMH peakUisMHu, PO AKi MOBIIOMIIANOCS NPH PI3HUX METONAX CHMITOMATHYHOTO
NiKyBaHHs, BKIKYAKOYH 3acToCyBaHHs npenapary Tiotena, e: indekuii, untonewis, rocrpa PTIII Ta XpOHiyHa
PTIII, WYHKOBO-KMIUKOBI PO3JIa/IH, FTeMOpariyHuii UMCTHT Ta 3aMalleHHs CIH30BOT 00010HKH.



Jleiikoenyeganonamis

Bunaaku nejikoeniedanonarii cnoctepiranues nicas nikypanus npenapartom Tiotena y 10pocinx 1 niTeH, SKUM
paHiliie npoBoansacs GaratopazoBa XiMioTepanis, BKIIO4aIO4H METOTpEKcaT i npoMeHeBy Tepaniio. Y JeAKHX
BUMaakax OyB NeTanbHUii pe3ynbTar.

Mepenik noOiYHMX peakLiii y Tadauii

Hopocii

[ToGiuHi peakwil, ki BBAXKaOTLCA NPUHANMHI MOMUTHBO MOB'A3aHMMH 13 CHMIITOMATHIHHM JKYBaHHSAM, BKIIHOYAKOUH
npenapat TioTena, i Npo AKi NOBIXOMIANOCH Y AOPOCINX NALIEHTIB AK MPO OiMbLI HiK NOOAWHOKI BHMAKH,
nepepaxoBaHi HUAKUE 3a KIIaCAMH CHCTEM OpraHiB Ta 3a 4acToTow. Y KOXKHil rpyri yactoT nodivui peaxuii
npe/ICTaBleHi B IOPATKY 3MEHIIEHHA CTYNEHA TSHKKOCTI. HacToTa BU3HAYAETLCS TAKHM YHHOM: J1yKe HacTi (=1/10),
yacri (8iz >1/100 no <1/10), Hewacri (Bin >1/1000 no <1/100), piakicui (Bix >1/10 000 no <1/1000) nyxe piakicHi

(<1/10000), HeBinoMa YacTOTA (HEMOKIHBO OLIHMTH 3@ HAABHHMH 1aHUMH).

3aTymaHeHHi 3ip
Enuedanonaris
Cynomu
[TapecTe3is

ExcrpanipaMiaHuii
posnan

KoruitTuBHui po3nan
KpoBOBUIIUB B MO30K

Knac cuctemu Hyske yacTi Yacri HeuacTi Yacrora
oprasie HeBilOMa
[Hdekuii Ta iHBa3il TinsuuieHa Cunapom
CIIPUHHATIAMBICTD 10 TOKCHYHOTO LIOKY
inbexuil
Cencue
HogoyTBopeHH: BTOpHHHE 3/105KiCHe
N0OpOsKICHI, 3M0AKICHI HOBOYTBOPEHHS,
i HeyTOYHeHi (B T. 4. NoB'A3aHe 3
KICTH 1 1osinu) JiKYBaHHAM
[Mopyuients 3 oKy JleitkoneHis
kposi Ta miMdarnuHoi | TpomBouutoneHis
CHCTEMH ®debpunbHa HeliTponeHis
Anemia
IManuuTonexis
IpanynouuToneHis
ITopyiuieHHs 3 oKy [ocTpa peakuis [liasuueHa
IMYHHOT CHCTEMH «TPaHCIUIAHTAT NPOTH YYTIUBICTh
rocronaps»
XpouiuHa peakitis
EnnokpHHHI po3naiu linoniryitapusm
ITopylueHHsA 0OMiHY AHOpEKcia
PEYOBHH i Xap4yBaHHsA | SHWKEHHSA aneTuTy
Iinepraikemis
INcuxiuni posnann CnyTtasicts ceizomocti | TpuBOXKHICTB Mapenns
3MiHH NCUXIYHOTO Hepro3HicThb
cTaTycy lNamounnauii
30y mKeHHs
[MopyueHHs 3 6oKy 3anaMopoueHHs BHyTpillHbOUEpEnHa Jleiikoenuedan
HEpBOBOT CHCTEMH I"onoBHuit 6inb aHeBpH3Ma onaris

[lopyiieHHs 3 60Ky

KOH'TOHKTHBIT

Karapakra

[TopyiieHHs 3 OOKY
OpraHy clyxy Ta
nabipuHTy

[TopylieHHs cnyxy
OTOTOKCHYHICTS
[ym y Byxax




Knac cucremn Hy:xe yacri Yacri HewacTi Yacrora
oprauin HeBigoma
[lopyiieHns 3 oKy Aputmis Taxikapais Kapniomionaris
cepls Cepuesa Miokapaut
[MopyiieHHs 3 oKy Jlimdenema Kpogoteua
CepLeBO-CY/AMHHOT Aprepianbha rineprensis | EmOonis
[Mopymenus 3 00Ky CuHIpOM iliomaTHYHOT Habpsk nerexis Iinokcis
OpraHis AMXaHHA, MHEBMOHIT Kawens
TPYIHOT KIITKM Ta Enicrakcuc [THeBMOHIT
cepeloCTiHHA
[Topywenns 3 boky Hynota 3akpen 11nyHKOBO-
HLTYHKOBO-KHILIKOBOTO| CTOMATHUT [Mepdopatiis KHLIKOBA BUpa3zka
TPaKTy Eszodarir ILTYHKOBO-KHIIIKOBOTO
BaiosoTa TPaKTy
Hiapes Kuwkosa
Hucnencis HEMpOXiaHICTh
Bijb vy )KHBOTI
EnTtepur
Konit
I'enaTobiniapi BeHOOKKJII03HOHHAs

MOpYLIEHHS xBopoOa neviHku
I'enatomeranis
KoBTsanuua
[TopyienHs 3 6oxy Bucun Epurema [Topymenns Bakki TOKCHYHI
WwKipH i migmwkipaux | Ceepdix nirmeHTawii LIKipHi peakuir,
TKaHUH Anonetis EputpoaepmidHuii | BKIIOYarOUH
ncopias BHTIAIKH
CUHIPOMY
CriBeHca-
JlxoHCOHa i
TOKCHYHOT'O
ernigepmManbHOr
0 HEKpoizy
[Nopymenns 3 60Ky Binb y crniuHi
M’130BO-CKENeTHOT Mianris
CHCTEMH Ta CMIOJTYy4YHOT | ApTpanris
IopyieHHs 3 6OKy LucTuT remopariayHuii Husypis
HHUPOK i CEYOBMBIHHX Onirypis
LITSXIB Hupxosa
HeJI0CTaTHICTh
Luctur
emarypis
IMopywenns 3 0oky AzoocnepMis CHMNITOMH MeHOMay3u
PENpPOLYKTHBHOT AmeHopes Besniiis y KiHOK

CHCTCMH Ta MOJIOYHHX
3a7103

BarinanbHa kpoBoTeua

Beszrutizis y 4oNoBIKiB

3aranbHi po3saau i
peakuii B MicLi
BBE/IEHHS

ITipekcis

AcTeHist

O3H00

["enepaunizoBaHuii HabpAK
ananeHHs B Micui 1H'€KLiT
Binb B Micii iH'eKUiT
3ananeHHA CIM30BOT
00010HKH

[Toniopranxa
HEJI0CTAaTHICTh
Binw
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[TinBUILEHHS piBHS
GinipydiHy B KpoBi
[TinBuILeHHs PIBHA
TpaHcaminaz
[ligBHILeHHA PiBHA
aminasu Kposi

ramMma-

epasu

KpeaTHHIHY Y KPOBi
[TisBuHILEHHA PiBHA
CEYOBHHH B KPOBI

[TizBHIIEHHA PIBHA

rayTaminTpaHcdepasn
[linBuieHHA piBHA
nyxHo1 pocdarasu
[TinBHILIEHHA PiBHA
acrnaprataMiHoTpaHc(

Knac cucremu Jlyxe uacTi YacTi HeuacrTi Yacrora
opraie HeBilOMa
Ananizu 3011bLIEHHA Bark [TiABHLLEHHS

Hayicnmu Ouma4o20 giky

TMoGiuni peakuil, siki BBaKaOTHCA MPUHAIIMHI MOXKIINBO MOB'S3aHHUMH i3 CHMIITOMATHYHIM JIIKYBAHHAM, BKIHOHAI0YN

npenapar Tiotena, i Mpo fKi NOBIAOMISLIOCS Y NENIATPHYHNX NALIEHTIB AK NPO GinbLI Hizk NOOJMHOKI BUMAIKH,
nepepaxoBaHi HUKYE 3a KlacaMi CUCTEM OPraHiB Ta 3a 4acTOTOW. Y KOkHiil rpyni yactor no0ivHi peakuii

npeicTaBieHi B MOPAAKY 3MEHIIEHHs CTYNEHs TAKKOCTI. HacToTa BU3HAYAECTBCSA TAKMM UMHOM: J1y3Ke yacTi (=1/10),

yaci (Biz >1/100 no <1/10), veuacri (Bin >1/1000 po <1/100), piakicHi (ix >1/10 000 no <1/1000) mysxe piakicHi
(<1/10000), HeBizoMa yacTOTa (HEMOK/IMBO OLIHMTH 32 HAABHUMH JaHHMH).

KpoBoBHIMB B MO30K
[oripuicHHs nam'aTi

[Mapes

Knac cicremMu opratis Hyske yacTi Yaceri YacroTa
HeBizoMa
Indekuii Ta inpasii IlinBuieHa cnpuiiHaTaneicte | TpomOouuTONEHiuHA
10 inderuii nyprypa
Cencuc
HoeoyTeOpeHHs 100posKicHI, BropuhHe 3J105KicHe
3JI0AKICHI 1 HeyTOuUHeHI (B T. 4. HOBOYTBOPEHHS,
KiCTH 1 moJtinu) MOB'A3aHeE 3
[opyweHnns 3 60Ky KpoBi Ta TpombouuToneHis
TMiM$aTHYHOT CHCTEMH @ebpHibHa HEHTPOMEHin
AHeMis
[TaHuMTONEH A
I'paHynoUMTONEHIs
[MopyuenHs 3 60Ky iIMyHHOT ["ocTpa peakilis «TpaHCIIAHTAT
CHCTEMH [POTH rocrofapsa»
XpoHiuHa peakuis
«TPaHCIIAHTAT NMPOTH
rocnoaaps»
EHI0KpHHHI po3naan [inonityiTapusm
['inoronanusm
IinoTupeos
[MopyiieHHs 0OMiHY PeyOBHH 1 AHopekcis
XapuyBaHHA Tinepriikemis
[Meuxivyni po3naau 3MiHH MCUXIYHOTO CTATYCY [Mcuxiunuit posnaz,
BHKJIHKaHUH
3aranbHUM
[MopyuieHHst 3 60Ky HEpPBOBOT ["onoBHuit 6inb ATakcis JleiikoeHuedanon
CHUCTEMH Enuedanonaris aTis
Cynomu

Iopyuwenns 3 Goky opraty

[opyuenns cnyxy
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Binb y xuBoTi

Kunac encremn opramis Hyxe yacTi Yacri Yacrora
HeBioMa
[Mopymenns 3 oKy cepis 3ynuHka cepus CepueBo-cyaMHHa
He0CTaTHICTh
Cepuesa HeOCTaTHICThH
[Mopywenns 3 6oky cepliero- KposoTteua ApTepianbHa rineptensis
IMopywenns 3 60Ky opratis ITHeBMOHIT Cunapowm inionarnunoi | Jlerenesa
JUXaHHsA, IPYIHOT KITITKH Ta ITHEBMOHIT apTepianbHa
cepeioCcTiHHs Jlerenesa kpoBoTeua rinepTeHsis
Habpsx nerexin
Enicrakcuc
I'inokcis
3yNHUHKA AUXAHHS
[lopyuenns 3 6oky mmyHkoo- | Hynota Enrtepur
KHILKOBOTO TPAKTY CromaTut Kuikora HenpoxinHicts
bBmogora
Hiapes

["enarobiniapui nopyueHHs

BeHOOKKTIO3HOHHAasA
XBOpo0a nevyiHku

ITeyinkoBa
HEJIOCTATHICTh

[MopywmeHHa 3 6oky WwKipH i
MiAKIPHAX TKAHHH

Bucun

Epurema

Jlywenns wxipu
[TopyieHHs nirmeHTauii

Bakki TokcHuHi
MIKipHi peakuii,
BKJIFOUAIOUH
BHIMAIKH
CHHIPOMY
Crisenca-
JlxoHCOHa |
TOKCHYHOIO
erniJiepMaIbHOro
HEKpOoIizy

[TopywmenHs 3 6oxy M’s130B0-

CKEJIETHOT CHCTEMM Ta CTIOJIYYHOT

VNOBIILHEHHS POCTY

ITopymeHHs 3 00KY HUPOK i
CEYOBHBIIHUX LLJISIXIB

Po3nanu ceuosoro Mixypa

Hupkosa nenocratHicts
LIMCTHT reMopariyHmii

3aranbHi po3nanu i peakuii B
Micli BBeJIeHHA

[lipekcis

3ananeHHs CIH30BOT
000JIOHKH

Binb

I[ToniopraHHa He10CTATHICTh

AHanizu

TlinBuiieHHs pisHs
0inipy0iHy B KpoBi
ITinBuILIEeHHA piBHA
TpaHcamiHa3

ITinBHILIEHHA KPEaTHHINY V
KpOBi

ITinBHILIEHHA PiBHA
acrnapraramiHoTpaHchepasu
ITinBuLIeHHS piBHS
anaHiHaMiHOTpaHc(epasu

ITinguienns pisHs
CEYOBHHM B KpOBI
BinxunenHs pisus
eJIEKTPOIITIB Y KPOBi
30inbLeHnit koeditieHT
NpoTPoMOiHOBOTO uacy

IToeinomsenns npo nepenbauysani HebaxkaHi peakiii

Baxmeo nosizomsTH npo nepenbayysani HeGasani peakwil Mic/is OTPUMAHHA 103BOTY HA 3aCTOCYBAHHS
niKapebKoro 3aco0y. Lle NI03BOIIAE MPONOBKYBATH MOHITOPHHT CHIBBIHHOHIEHHE xopHCTb/pmuK m}capcmcoro

3aco0y. Meanunnx npa
QIbHY CHCTEMY :

4.9  Ilepenosysauns

CTi, 3a3HaYEHy B 104aTKy V.

HOCBII[}’ Nepeao3yBaHHA Npernapary Tiotena BI,D,C)/’IHIH Haiidinbu BaxkIHBUMH NMOGIYHUMH pEHKulHMH
OLHK)/BEIHHMH Yy pa3: Nepeno3yBaHHA, € Mienoabnsilig Ta NaHUMTONeHis.
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Creundyivytoro antuaoTy 1 npenapaty Tiotena Hemae.

HeolXiaHO peTenbHO CTEAKNTH 33 FEMATONIOMYHUM CTATYCOM 138 MEMYHHMH N0Ka3aHHAMH BANBATH aKTHBHHX
NiATPUMYIOUHMX 3aXO0iB.

3. DAPMAKOJIOTTYHI BJIACTUBOCTI

5.1. ®apmakoauHamika

dapMakoTepaneBTHYHA rPYIa: NPOTHITYXIHHHI 3acoGH, ankinyioui arenti, koq ATX: LO1ACO1

MexaHi3m aii
Ipenapat TioTena — ue nonidyHKUIOHANBHII IHTOTOKCHYHHIT areHT, XiMiuHO Ta ()apMakoIoriiHO NoB'A3aHui 3
a30THUM INpUTOM. BBaskaeThes, L0 panioMiMeTHuHa ais npenapary TioTena BinOyBaeThes 3a paxyHOK
BUBIIbHEHHA palnKalliB eTHIEHIMIHY, K, K 1 Y BUNAAKy NpoMeHeBoi Tepanii, pyfinyoTs 38'a3ku JTHK,
HaMpHKNIaz, HUIAX0M anKinyBaHHA ryaHiHy B N-7, pO3pHBalOUH 3B8'130K Mi TYPHHOBOKO OCHOBOMO I LYKPOM 1
BHBLILHSIOUH ANKITLOBAHMI IyaHIH.

Kuniniuna 6e3neuHicTb Ta e)eKTHBHICTh

CuMITOMaTHYHE JTIKyBaHHA Mae 3a0e3meyyBaT LNTOPeyKLIIO Ta, B ifeani, TiKBigaLilo 3aXBOPIOBAHHA.
[lpenapar TioTena Mae 0OMeKEHHSA 103 3@ TOKCUYHICTIO — abNsillis KICTKOBOIO MO3KY, LU0 J03BONAE 3HAUHO
30inbIIHMTH 103y npH iH(pYy3iT ayronoriunoi HPCT. I1pu anorenniit HPCT cumnToMatHyHe JiKyBaHHA MOBHHHO
OyTH IOCTATHLO IMYHOCYTIPECHBHUM 1 Miell0ablaTHBHUM, 11100 NOJ0NATH BIATOPrHEHHS TpaHCIIaHTaTa
rocriogapeM. 3aBIsKH CBOIM BUCOKHM Mi€n0ablaTHBHIM BIAacTHBOCTAM npenapat TioTena nocuaroe
iMyHOCYTIpecito Ta MienoadnsaLio peunnicHTa, THM CAMHM MOCHTIOIOYH NPUAKHMBICHHSL; LE KOMICHCYE BTPaTy
edekrie GvL, nos'szanux 3 PTIII. Sk ankinyroqwuii arent, npenapat TioTena BUKIMKAe Hai0OLibi rinboke
IHrIOYBAHHS POCTY MYXJIMHHUX KJITHH A vitFo TIPH HalMEHLIOMY 30inblIeHH] KOHIEHTpaLlT J1ikapchKoro 3aco0y.
3aBJIAKHM BIJICYTHOCTI eKCTpaMeLy IspHOT TOKCHYHOCTI, He3BAXKAFOUH Ha eCKaNaLliio 103K 0 MiCTOTOKCHYHHX /103,
npenapat TioTena AecATHITTAMH BUKOPUCTOBYEThCS B KOMOIHALIT 3 IHIIMMH XiMioTepaneBTHUHUMH
npenaparaMi rnepej NpoBeAeHHAM ayTooriuHoi Ta anoredHoi HPCT.

V3araabHeHo pe3yibTaTH ony0 iKOBAHMX KITHIUHUX A0CIIKEHb, 1O NIATBEPLKYIOTh e()eKTUBHICT TpenapaTy
Tiorena:

AYTOJIOITYHA HPCT

Temamonozciuni 3axeoplosanis

Ipuscuenenns; CUMITOMAaTHYHE JIKYBaHHS, BKJIIOYaioun npenapat TioTena, JoBeso cBOIO MienoabaaTHBHY
e(eKTUBHICTb.

Buowcusanus bez saxeopiosanns (BE3): Tlosinomasnocs npo 43% npoTaroM m'sTH pokiB, IO MIATBEPUKYE, 1110
CHMINTOMAaTHYHE JIIKYBaHHs 3 BHKOPHCTaHHAM npenapary Tiotena nicas ayronoriudoi HPCT e edexTuHoro
TeparneBTHUHOK CTPATETIED JUIs TIKYBAHHS MALLCHTIR i3 reMaTOMOTIYHUMH 3aXBOPIOBAHHAM M.

Peyudus: [1p1 Bcix MeTOoJaX CHMOTOMATHYHOTO JTIKYBaHHA, AKI MicTATh Npenapar TioTena, 4acToTa peLUIHBIB
npotAroM Oinbi Hixk 1 poky craHoBuna 60% abo HIKYe, 110 PO3rNAanocs JiKapsAMHU K rPaHUYHE 3HAYCHHS /1S
noKa3y e(heKTHBHOCTI. ¥ NEeAKHX 3 OL[iHEHHWX METOiB CHMMTOMATHYHOTO JiKyBaHHA TAKOXK MOBIAOMIATIOCS MPO
4aCTOTY peLuanBiB MeHLIe 60% uvepes 5 pokiB.

3acanvra suxcusanicmes (38): 3B BapioBanacs Bia 29% no 87% npH TepMiHi NOAANLLIONO CrIOCTEpEKeHHs Bi 22
110 63 micsuiB.

Cmepmuicme, nog'azana 2 pexcumom nikyeanns (CPJ1), 1 cmepmuicme, nog'azana 3 mpancnnaumayiero (CT):
nosifgoMasnocs npo 3HauyeHHa CPJI B nianasoni Bia 2,5% a0 29%. 3uavenns CT konuBamucs Bin 0% 1o 21%
yepes 1 pik, niaTBepLKy0O4H Oe3MedHICTL CHMNTOMaTHYHOTO JiKyBaHHA 3 BUKOPHCTaHHAM npenapaty TioTtena
ans aytonorivHoi HPCT y nopocnux mani€eHTiB 3 reMaToaorivHUMHU 3aXBOPIOBAaHHAMM.

Conidni nyxiunu

[Tpuscusnenns: CUMNTOMaTHYHE JIKYBaHHS, BK/IOYatouu npenapat TioTena, 10Be10 CBOIO Mica0abnaTHBHY
e(eKTHBHICTb.

Buoicusanns 6ez saxeopiosanis (Bb3): I1poLeHTHI NOKa3HUKH, 3aPEECTPOBAH] NPU TEPMIHAX MOAATLLIONO
criocTepe;keHHsa Oinblue 1 poKy, MiATBEPIKYIOTh, 110 CHMITOMAaTHYHE JIIKYBaHHS 3 BUKOPUCTAHHAM pernapary
Tiotena nicaa ayronsoriydoi HPCT € edhekTHBHHM BUOOPOM 18 JiKYBaHHSA MALICHTIB 3 CONIMHUMM MyXJIMHAMH.
Peyuodus: TIpu BCix METOJaX CHMNTOMATHYHOIO JIIKYBaHHA, sKi MicTATh npenapat TioTena, yacToTa peLMINBiB
npoTaroM Oinbll Hiz 1 poky MeHLe Hix 60%, 10 po3risaanocs JikapaMi SK rpaHUYHE 3HAYECHHS [ 10Ka3y
edeKTHBHOCTI. Y JesKHX BUMAAKaX MMOBIIOMIISUIOCS PO YACTOTY peunanBie B 35% i 45% sunankis uepez 516
POKIB BiANOBIAHO.
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3acansra eurcusanicms: 3B Bapitosanacs Bin 30% 10 87% npn TepMiHi MOANBIIOTO CHOCTEPEHKCHHA Bin 11,7 no
87 micsuin.
Cmepmuicne, nog'szana 3 pescumom ikysanns (CPJI), i evepmuicme, nos'szana 3 mpanchianmayicio (CT):
nosigomasnocs npo 3navennst CPJI B aianasoni Bin 0% 10 2%. 3navennsa CT konusanucs Bin 0% no 7.4%,
HMiATBEp IKYIOUM Ge3NedHiCTh CHMITOMATHYHOTO JiKYBAHHA 3 BAKOPHCTAHHAM Npenapary Tiorena ans
ayronoriunoi HPCT y 10poc/iux NamieHTiB i3 CONAHUMHI MyXTHHAMH.
ANOrEHHA HPCT
[emamono2ivii 3ax8opIOGaHHA
[puxcusnenns: TipwxueieHHs 6yno aocarnyto (92%-100%) npu BCIiX MOBIZOMIEHHX METO1AX
CHMIITOMATHYHOIO JiKYBaHHA, i BBAAKANOCH, L0 BOHO Bibyn0ca B 04iKyBanuii 4ac. Takum 4HHOM, MOKHA
3pOOUTH BUCHOBOK, 110 CHMITOMATHYHE NKYBAHHSA 3 BAKOPHCTAHHAM Mpenapary TioTena € Mi€10a0aaTHBHHM.
PTIIT (peaxyis «mpaHcraanmanm npomu 20cnodaps»); BCl METOIM CUMITOMATHYHOTO JKYyBaHHA, 110
OLIHIOIOTHCS, 3a0e3MedyBalii HU3LKY YacToTy BuHHKHeHHA roctpoi PTIIN III-IV knacy (8in 4% 1o 24%).
Buoicusanns 6e3 zaxeopiocanns (B53): TIpoLeHTH] NOKa3HUKH, 3apE€CTPOBaHI MpH TepMiHax NoaanblLIoro
criocTepeskeHHs Gibiue 1 poky i 10 5 pokiB, NiATBEPKYIOTh, IO CHMIITOMATHY HE NKYBaHHS 3 BAKOPUCTAHHSM
npenapary Tiorena micns anorennoi HPCT € epextusHiM BUOOpOM 14 NiKYBaHHS NALLEHTIB 3
remMaTosIorNiYHUMH 3aXBOPIOBAHHAMH.
Peyuous: TIpi BCIX METOIAX CHMIITOMATHYHOTO JiKyBaHHs!, AKi MicTATH npenapar TioTemna, yacToTa peLmnIuBiB
npoTsrom Ginklu Hixk 1 poky mMeHiue Hixk 40%, 110 po3rA1an0cs MTKapAMK K FPaHUYHE 3HAYEHHSA U1 I0Kazy
edexTuBHOCTI. Y IeAKHX BUNAAKAX MOBIIOMIIANIOCS TAKOXK MPO HACTOTY peunangis mexue 40% vepes 5110
POKIB.
3acanvia suxcusanicme: 3B Bapilosanacs i 31% 10 81% npH TepMiHi N0AAIBIIOT0 CIOCTEPEkeHHs Bi 7,3 10
120 micauis.
Cmepmuicme, nog'azana 3 pexcuvom nikyeanna (CPJI) i cmepmuicne, nos'szana 3 mpancnnanmayicio (CT):
NOBIZOMIIANOCS TPO HU3BKI 3HAYEHHS, 110 TATBEP/UKYIOTh Ge3neyHicTh METOIB CHMITOMATHYHOTO JIIKYBAHHS 3
BHKOpHCTAaHHAM nipenapaty Tiotena wis anorensoi HPCT y 10pociux nauieHTis 3 reMaTo0r YHUMH
3aXBOPHOBAHHAMH.
Hayicnmu oumayozo 6iky
AYTOJIOI'TYHA HPCT
Conioni nyxaunu
I pusicusnenns: JIOCATHYTO NPH BUKOPHCTAHHI BCIX OMHUCAHUX METO/1iB CHMITOMATHYHOTO JIIKYBAHHS 3
BHKOpHCTaHHAM ipenapaty Tiorena.
Buowcusanus 6e3 saxeopiosanna (B53): Tipn noaansiuoMy cnoctepexenti sin 36 no 57 micauis BB3 sapitoBanacs
Bin 46% no 70% B NOBIAOMIEHHX JOC/IIKeHHSIX. BpaxoBylouy, 110 BCi NallieHTH NiKyBaaues Bijl COMIHUX
NYyXJIHH BHCOKOTO PH3HKY, pe3ynbTaTi BB3 niareepAskyoTh, MO CHMNTOMATHYHE NiKYBaHHSA 3 BUKOPUCTAHHAM
npenapaty TioTena nicns ayronorigHoi HPCT € edieKTHBHOK TEPaNeBTHYHOIO CTPATETie0 A TKyBaHHs iTeii 3
COJIIHUMU TTYXJIHHAMH.
Peyudus: TIpH BCIX MOBIOMIEHUX METO1aX CHMITOMATHYHOTO NiKYBaHHA 3 BUKOpHCTaHHaM npenapaty TioTerna
yacToTa pelauBiB depe3 12-57 micsuis BapitoBanacs Bix 33% 10 57%. BpaxoByiouu, 110 BCI NALEHTH
CTPaX1ak0Th Bijl PELMANBIB 260 COJAHMX MYXJIHH 3 TIOTAHHM MPOTHO30M, Ui MOKa3HUKH I ATBEPIIAKYIOTH
e(heKTHBHICTb METO/IB CHMITOMATHYHOTO JIIKYBaHHS 3 BUKOPUCTaHHAM npenaparty TioTena.
3acanvra eusicusanicme (3B): 3B BapitoBanacs Bin 17% 10 84% npu TepMiHi NOAANBLIOTO CIOCTEPEKEHHS Bill
12,3 no
99,6 MicsILLiB.
Cmepmuicmy, nos'asana 3 pexcumon nixyeanus (CPJI), i emepmuicme, nos'szana 3 mpancnnanmayieio (CT):
nosifomnsnocs npo 3Havedns CPJI g nianasosi Bin 0% 10 26,7%. 3HaueHHA CT konwusanuca Big 0% no 18%,
NiATBEPIKYIOUN Ge3MeuHicTh CHMITOMATHYHOTO JIiKyBaHHs 3 BAKOPHCTaHHAM npenapary Tiotena s
ayrosnoriugoi HPCT y nepiaTpudHUX NaUi€HTIB i3 COMIAHUMH yXJIHHAMH.
AJNONEHHA HPCT
Temamonoeivni 3ax6o0pO8anHA
Ipuoicusnenna: JTOCATHYTO NPH BUKOPUCTAHHI BCIX OLIIHEHNX METO/1iB CUMIITOMATHYHOTO JIIKYBaHHS 3
BHKOpHCTaHHAM npenapaty TioTena 3 fiMoBipHicTio yenixy 96% - 100%. ['ematonoriuse BiAHOBIEHHS
BiOYBA€THCA B OUIKYBaHHH Yac.
Busicusanns 6e3 3axeopiosanns (BE3): Tlosinomnsnocs npo 4actoTy Bin 40% 10 75% npu cnocTepexenti noxa
1 pik. Pesynsratu BE3 niateepukyoTh, O CHMITOMATHYHE JIIKyBaHHSA 3 BUKOpHCTaHHAM npenaparty TioTena
nicis anorentoi HPCT € edeKTHBHOKO TepaneBTHYHOK CTPATEriero 1A NiKyBaHHs AiTell 3 reMaTonori4HIMH
3axBoploBaHHAMU. Peyudus: TIpH BEiX NOBIIOMIEHNX METOJAX CHMNTOMATHYHOTO JIKYBAHHS 3 BHKOPHCTAHHSAM
npenapaty TioTena yactoTa peunanBis nepedysana B AianazoHi Bin 15% no 44%. Lli naxi niaTBepIKyioTh
e(heKTHBHICTb METO/IiB CHMITOMATHYHOTO JiKYBaHHS 3 BHKOPHCTaHHAM npenapaty Tiotena mpu Beix
reMaToMIOTIYHUX 3aXBOPIOBAHHSX.
3azaneua suxcusanicms (3B): 3B Bapitoanacs Bia 50% 10 100% npu TepMiHi MOJALLIOTO CHIOCTEPEKEHHS B
9,4 no 121 micsus.
Cmepmuicme, nos'ssama 3 pexcumom nikveanus (CPJI), i cumepmuicmo, nos'ssana 3 mparncnaanmayicio (CT):
noginomasnocs npo 3HavenHs CPJI B gianaszoni Bin 0% 1o 2,5%. 3nadenns CT konnsanucs Bix 0% no 30%,
M ATBEPUKYIOUM GE3NEUHICTh CHMITOMATHYHOTO JIIKYBaHHA 3 BAKOPHCTaHHAM npenapaty Tiotena s
anoredHoi HPCT y neaiaTpUsHUX NAUicHTIB 3 FeMaTONONMHHMH 3aXBOPIOBAHHAMH.
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5.2  ®apmakoKiHCTHYHI BJACTHBOCTI

BcmokTyBagHs
Ipenapar TioTena HeHaniiiHO BCMOKTYETBCA i3 MITYHKOBO-KMIIKOBOIO TPAKTY: KHCI0THA HecTadINbHICTD

MepeLIKoKaC NepopaibHOMY Tpuiiomy npemapaty Tiorena.

Posnonin
[lpenapar TioTena € BUCOKOAINOMIILHOK CMOTYKOIO. [Tics BHYTPiHLOBEHHOTO BBEACHHS KOHLIEHTPaLls

AKTHBHOT PEUOBHHH B N7Ta3Mi BiNOBIAA€ MOZIENI 3 1BOMA BULLIIEHHAMH 3 (hazoro wsuakoro poznoniny. O6'em

po3noainy npenapary TioTena BelIHKHIi i, 38 IaHUMH, CTAHOBHTE Bin 40.8 ﬂ/M2 no 75 J‘lsz, 110 BKA3Y€ Ha PO3MOAin
v 3aranbHiii Boi opranizmy. Ouesuannii ob'em posnoniny npenapary TioTena He 3a7eKHTE Bill BBEACHOT 103H.
Hesg's3ana 3 Ginikamu dpakiis y naasmi craHoBuTb 70-90%: noBigoMasIocs nNpo He3HauHe 3B'13yBaHHA Npenapary
TioTena 3 raMmMa-T700yIiHOM Ta MiHiManbHe 3B'a3yBaHHA 3 anbOyminom (10-30%).

ITicas BHYTPIllHLOBEHHOO BBECHH BILIMB NPENApaTy Ha JiKBOPi MPAKTHYHO €KBIBAICHTHHH BITHBY B nnazmi
KpoBi; cepeane BinHowenHs AUC y nikBopi Ta nnasmi as npenapary Tiotena cTaHOBHTB 0.93. KoHueHrpauii
TEPA B 1ikBOpi i 11a3Mi KpoBi, MEPLIOro 3apeeCTPOBAHOTO AKTUBHOTO MeTaboliTy npenapary Tiotena,
NEPEBMILYIOTE KOHLUEHTpaLT BUX1IHOT CHIONTYKH.

MeTabonizm

Ipenapat TioTena WEHAKO Ta IHTEHCHBHO METaBONI3yeThCS Y NEUiHLIL 3 MeTabomiTH MOXKYTh OYTH BHSBIIEHI Y
ceui nporsrom 1 roausu micas indysii. MeTtaGomtiTh € akTHBHUMH QJIKITyIOYHMH areHTaMH, ane poiib, Ky BOHH
BiZlirpaloTh y NPOTHITYXAHHHI akTHBHOCTI Npenapary TioTena, e HanekuThb 3'ACyBaTH. [Mpenapart TioTena
MPOXO/UTL OKHCIIOBA/ILHY AeCynbdypallito uepes ciMefcTBa izodepmenris troxpomy P450 CYP2B ta CYP3A
110 OCHOBHOTO Ta akTHBHOro Metabosnity TEPA (tpuetnnendocpopamin). 3araibha Kibkicts npenapaty Tiorena
Ta Horo ineHTH(IKOBAHNX METa0OMITIR, LIO BULAETHCH, CTAaHOBUTL 54-100% Bin 3aranbHOT anKiny04ol
AKTHBHOCT, 110 BKA3Y€ HA MPUCYTHICTb HUWIMX &IKITYIOUHX MeTaboniTie. Y npoueci nepersopeHHs KOH'OTaTiB
GSH B kon'forati N-aueTHIuMCcTeiHy YTBOPIOIOThCS Kon'torath GSH, tmcreininrmiuuny ta uncteiny. i
METaGOIITH He BUABSIOTHCA B CeYi, a AKIIO YTBOPIOIOTHCA, TO, HIMOBIPHO, BHBOAATLCA 3 JKOBYIO ab0 Y BUIJIA]
MPOMIKHHX MeTa0oIITIB, 110 IBHAKO [EPETBOPIOIOTECS Ha

TioTena-MepKanTypar.

Busenenns

3aransHuit kaipene npenapaty Tiorena konusases Bin 11,4 no 23.2 .l1/l"0ﬂfM2. IMepion HaniBBHBEEHHA CTAHOBHB
Bin 1,5 10 4,1 roauuu. Inentudikosani meradonitu TEITA, MoHOXIOpTENa i TiOTENa-MepKanTypaT BUBOIATLCA 3
ceuero. Busenenns npenapaty Tiotena i TEITA 3 ceuero NPaKTHYHO 3aBePLIYEThCS Hepes 6 i 8 rouH BiNTMOBIHO.
Cepenue ruBeeHHs npenapary TioTena i iioro MeTaboniTiB 3 ceuero cTaHOBHTL 0,5% s He3MiHEHOTro
nikapcekoro 3acoGy i Mmonoxzopreny i 11% ans TEITA i TioTena-mepkanTypara.

JliniiiHicTh / HeAIHIAHICTL
Hemae 4iTKHX 0Ka3iB HACHUYEHHSA MEXaHi3MiB MeTab0MuHOr0 KIipeHCY MpH BUCOKMX 103ax npenaparty Tiorena.

OcobnuBi rpyNK NALIEHTIB

Tayicumu oumsiuozo 6iKy

dapMakoKiHeTHKa BUCOKMX 103 npenapary Tiotena y niteii Bikom i 2 10 12 pokis, MalyTh, He BIIPI3HACTHCA
Bi/l TAKOT, [P0 AKY MOBIAOMIIsIOCS Y AiTeil, AKi oTpuMyBanu 75 MI‘/Mz, abo nopocnux, AKi OTPUMYBaIH
aHaIOTI4YHI 103M.

Huprosa nedocmamuicme
Bruine nopylueHns GyHKUIT HHPOK Ha BHBeeHHs npenapaty TioTena He OLIHIOBABCA.

Ieuinkosa nedocmamuicme
BruiiB neuinKoBOi HEZOCTATHOCTI Ha MeTa0oi3M | BHBeeHHs npenapaty TioTena He OLIHIOBABCA.
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5.3 Hokniniuni pani 3 6e3nevHocTi

3IBMYAliHNX 10C/iIKEeHs TOKCHYHOCTI rocTpol 1 MOBTOPHOT J103H HE MPOBOANIOCA.
Byno nokasano, uio npenapar TioTena € FeHOTOKCHYHUM i Vilro Ta in vivo, a TaKOK KaHLUEPOreHHUM 1A MHLLEN

T4 LLYPIB.

byno EOK&TSBHO, wo npenapat TioTena 3HIKYE GePTHILHICTL Ta TIOPYLIYE CriepMaTOreHes y camiliB MHILeii, a
Takok NopylIye QyHKILIO ACUHHKIB y camok muwell. Bin Gys TepatorenHuM y Mumieii i mypis i TeTaNbHUM JUis
J10/1a Y KPOJIHKIB.

11i epeKTH CrocTepiranncs Npi 103ax, MEHUINX, HiK Ti, AKi BAKOPHCTOBYBATHCA Y JIO/ICH.

6. DAPMAUEBTUYHI XAPAKTEPUCTHUKH

6.1 Cnucok I10MOMIKHHX PEYOBHH

Hemae.

6.2  HecymichicTb

INpenapat TioTena Pimcep HecTabinbHMUit B KHCIOMY CEpeIOBULLI.

Lleit nikapchbKuii mpenapat He MOKHA MOCAHYBATH 3 IHIIHMH JTIKApChKUMH 3aC00aMH, 32 BUHATKOM THX, 11O
3a3HayeHi B po3aimi 6.6.

6.3  Tepmin npuaaTHocTi

HepinkpuTHii giakoH
18 micaLis.

[Ticns BiAHOBIEHHA
Ximiuna Ta hisuuna cTaGiibHICTL PH BHKOPUCTAHHI M4 BiAHOBIeHHs Gy1a MPOAEMOHCTPOBaHA MPOTATOM 8
roauH npw 36epiranni npu Temnepatypi Bin 2°C o 8°C.

[Ticna po3BeeHHA
Ximiuna Ta Qisnusa cTabiNbHICT NP BUKOPUCTAHHI MicA po3BeeHHs Oy1a NpoAeMOHCTPOBaHa NpoTArom 24
roauH npy 36epiranni npu 2°C-8°C i npotsaroM 4 roauH npu 36epiranHi npu 25°C.

3 MikpoBionoriuHoT TOUKH 30py, penapar ¢/l BUKOPHCTOBYBATH Bipasy Micas posseeHts. fAKiio npenapat
He BUKOPHUCTOBYETBCA HEraiiHo, BiANOBIAaNbHICTh 3a Yac Ta yMOBH 30epiraHHs 10 BUKOPHCTaHH:A Hece
KOPHCTYBAY, i 3a3BHUAii HE NEPEBHLLYE 3a3HAYEHHX BHLUE TEMIEPATYP, AKILO PO3BEACHHA HE BIAOYBANOCA B
KOHTPOJILOBAHHX i MEPeBIPEHUX aceNTHYHHX YMOBaX.

6.4  Ocobausi 3an06ixkHi 3aX0a1 NpH 36epiranui

30epiraT i TpaHcnoprysaTi B xonoaunbuuky (2°C — 8°C). He 3amopowxyBat.

VMoBH 30epiraHHa BiIHOBAEHOTO T4 PO3BEAEHOTO MiKapChKOro npenapary Aus. y po3aini 6.3.

6.5 Tun i BmMicT KoHTeiiHEpa

Tiotena Pimcep, 15 Mr, NOPOIIOK 1A NPUTOTYBaHHs KOHLIEHTPATY /U1 PO3YMHY Ut indysiii
D71aKoH 3 Mpo30poro ckia THiy 1 3 GpoMOYTHIOBOKO NPOOKOO, 1O MiCTUTE 15 Mr npenapaty Tiotena.

Tiotena PiMcep, 100 Mr. MOpOLIOK /71 NPUIOTYBAHHA KOHIEHTPATY AA PO3YMHY A4 iHQy3iid
DIaKoH 3 MPO30poro ckia Tty I 3 GpoMOyTHIOBOIO NPo0KOI0, 1o MicTHTe 100 Mr mpenaparty TioTena.

Posmip ynakoeku 1 akoH.
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6.6 Ocobmei 3an06ixui 3axoan npn yruaisauii ta iHWOMY noBoAKeHHI

Hpurorysanns npenapary Tiotena Pimcep

Heobxinno po3risHyTi npolieaypu HaneKHOro NOBOIKCHHS 3 APOTHITYXTHHHHMH JIIKaPChKHMH 3aco0aMi Ta ix
yTHIli3auii. Bei npouenypu nepeHecenHs BUMaraioTh CYBOPOro IOTPUMAHHA aCENTHYHUX TEXHONOTIT, mepeBakHo
3 BUKOPHCTaHHAM 32XHCHOTO KOBINAKA 3 BEPTHKANLHIM JIaMiHAPHUM MIOTOKOM.

AK 1y BUNAAKY 3 iHLIAMH LIHTOTOKCHYHUMH CTIONYKaMH, HeOOXiIHO JOTPUMYBATHCA 0DepeskHOCTI NpH
MOBOIKEHHI | PUTOTYBAHHI PO3UMHIB npenapary Tiotena Pimcep, m06 ynnkuytu Bunagkosoro KOHTaKTY 31
Kipoto abo cIH30BHMH 06OIOHKAMH. Moy Th BUHHKHYTH MiCLIeBi peakLii, MOB's3aHi 3 BUNAAKOBHM BITHBOM
npenapaty Tiotena. Tomy npu npurorysansi PO3uMHY /15 iH(Y3iT peKOMEHIY€EThCA BUKOPHCTOBYBATH
pykaBH4KH. [IpH BUNAAKOBOMY NONajanHi po3umuuy npenapary TioTena Ha wIKipy HeOOXiAHO HeraiiHO peTeibHO
MPOMHTH LIKIPY BOZOK 3 MUIOM. SIKILO npenapar TioTena BUNAKOBO NOTPANUTh Ha CAM30Bi 0000HKH, TX
HEOOXIIHO peTesThHO POMUTH BOOO.

BiaHOBIEHHS

Tiorena Pimcep, 15 Mr. n0pomok isi npUroTyBaHHs KOHLEHTPATY JUIA PO3UYMHY IIa iH(Y3iil
Ilpenapar Tiotena Pimcep HeoBxinHo possoanTh 3 1,5 M1 CTEPUIILHOT BOIH 118 iH'€K L.
BukopicTosyioun mnpuit 3 ronkoio, Habepits CTEPHIIBHIM c1ioco0oM 1,5 M1 cTepunbHOT BoaM A iH'ekLiil.

Tiorena Pimcep. 100 Mr, MopowIok Ais NPHroTYBAHHS KOHLEHTPATY Ul PO3YMHY g iHdy3iii
lpenapar Tiotena PimMcep HeoOXxinno poseoautu 3 10 M7 CTCPHUIBLHOT BOAW IS 1H'€KLLii.
BukopucroByroum wnpuu 3 ronkoro, HaGepith crepuibHnM criocoGom 10 M CTEPUJILHOT BOIH 1St iH'€KILIi.

Beenith BMicT mmpuua y guiakon yepes rymosy MpoOKy.

BuitmiTh wnpuu i rosiky i nepemiwaiite Bpyuny misxom OaraTopa3oBux nepesBepTaHb.

HeobxinHo BukopucToByBaTH Tinbky Ge30apBHi PO34NHU G6e3 OyNb-KHUX TREPIHX YacTHHOK. BinHosnewi PO3YHHH
MOXYTh 1HOLI NIPOSIBIIATH ONANECCUEHILII0; TAKI PO3YMHHU BCE 111e MOYKHA BBOIUTH.

Iogansuie pospesenns B indysiliHomy nakeri

Bianos/enuii po3uus € rinoToHivuM i noBMHeH 6YTH 101aTKOBO pos0asnenuii nepen sBeseHHAM 500 M
PO34MHY HATpito xnopuay 9 mr/mi (0,9%) ans in'ekuiii (1 000 ML, K110 11032 nepesuinye 500 mr) abo
BI/LIOBIAHNM 06'eMOM HaTpito Xmopuay 9 mr/ma (0,9%) nna oTpuManHs KiHUEBOT KOHLEHTpaLLi npenapary
Tiorena Pimcep Bin 0,5 no 1 mr/mu.

3acTocyBaHHs
Indpysiiinuii posunn npenapary Tiotena Pimcep NEPEl BBEIGHHAM CI1i/1 Bi3yalbHO NepeBipHTH Ha HAABHICTH

TBEPANX HACTHHOK. PO3YMHM, 110 MICTATL Oca, cilil BHKHIATH,

Ho i nicnst koskHoT iHy3ii BHy TpilHiii KaTteTep Clia MPOMHMBAaTH NPUOIH3HO 5 MIT pO3UHHY HaTpiio XJaopuay 9
Mr/mn (0,9%) nns in'exuiii.

[Hy3ifinnii po3unH HeoOXiAHO BBOMMTH NALIEHTAM 33 IONOMOrOI0 iH(ysiiiHoro Habopy, ocHalleHOro
BOynOBaHuM BinbTpoM 0,2 Mkm. DinbTpaiis He BrIHBaE Ha e(eKTHBHICTh PO34HHY.

YTunizaitis
Ipenapar TioTena PiMcep npusHauenuii Tinbku wis 0/IHOPA30BOr0 BUKOPHCTAHHS,
bynb-ski HeukopucTaHi nikapebki 3aco6u a6o Biaxoan ciia YTHII3YBaTH BIAMOBIAHO JI0 MiCLIEBMX BUMOT.

T BJIACHUK PEECTPALIIMHOIO MNMOCBITYEHHA
Esteve Pharmaceuticals GmbH

lorenunonnepuaamm 150-151
14199 Bepnin, Himeyuuna
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8. HOMEP PEECTPAUIMHOIO MOCBIAYEHHS

EU/1/21/1536/001
EU/1/21/1536/002

9; JATA OTPUMAHHSA NEPLIOTO JO3BOJIY/TIPOAOBXKEHHS TEPMIHY 1i
J03BOJY

Hlara oTpumanns nepuoro 103so.y: 26 Gepesns 2021 p-

10. JIATA NEPELJALY TEKCTY

HletanbHa iHopmaLiis npo et nikapeskuii 3acié ocTynHa Ha BeG-caiiTi €Bponeiicbkoro areHTcTRa 3
MKapchKUX 3aco0iB http://www.ema.europa.cu.



