
Film-coated tablet  
(bottle of 30 tablets)

in SICKLE CELL DISEASE
Physician Guide

Film-coated tablet  
(bottle of 60 tablets)

This educational material is key to ensure the safe and effective use of the product 
and appropriate management of the important selected risks. It should be read 
carefully before prescribing the product
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Ensure that the patient or his carer is informed about the 
precautions for proper handling the tablets.  

- Wash hands before and after handling
- When the Siklos® tablet is broken, avoid touching

the broken face.
Handle the tablets away from food, on a surface such as a damp 

disposable towel which must be discarded after handling.
A warning recommending careful handling because of 

cytotoxicity was added to the package leaflet and is displayed on 
the immediate packaging bottle.

Siklos® (hydroxycarbamide) is indicated in the prevention of painful, 
recurrent vaso-occlusive crises, including acute chest syndrome, in adults, 
adolescents and children over 2 years of age suffering from symptomatic 
sickle cell disease.
Siklos® should be administered under the supervision of a physician with 
experience in the treatment of sickle cell disease. 

Siklos® is available in 2 strengths: 100 mg (box of 60 tablets) and  
1 000 mg (box of 30 tablets):

1 Indications and conditions 
of prescription

2 Administration

3 Dose adjustment and combination 
of dose strengths

 

Siklos® should be taken once daily by oral route, preferably in the morning 
before breakfast. 
For patients unable to swallow tablets, the tablets may be disintegrated 
immediately before administration, with water in a teaspoon. Syrup or 
mixed food may be added to mask any bitterness.

A guide for the patient is available displaying how to divide the tablets, 
how to manipulate the split tablet parts and how to administer the product.
Please provide a copy of this guide to every patient/caregiver when 
treatment with Siklos® is initiated.
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A new “DOSING SHEET” has been developed and should be provided to 
all patients who are prescribed both strengths of Siklos simultaneously. The 
DOSING SHEET should be used to illustrate the prescription to the patient, 
to avoid any confusion between the two different strengths of Siklos and 

prevent accidental underdose or overdose. Please ensure that the patient/
carer understands the prescription and the differences between the two 

strengths. An extract from the DOSING SHEET is provided below.

The daily dose of Siklos® can be adjusted in increments of 2.5 to  
5 mg/kg/day using the 100 or the 1 000 mg tablet, or a combination of both 
strengths, if applicable. 

Off-white oblong-shaped, film-coated tablets with 1 score line on both sides.
Each half tablet is embossed “H” for Hundred on one side.
Each tablet contains 100 mg hydroxycarbamide and can be divided into two 
50 mg parts. 

White, capsule shaped, film-coated tablets with 3 score lines on both sides.
Each quarter of tablet is embossed “T” for Thousand on one side.
Each tablet contains 1 000 mg hydroxycarbamide and can be divided into 
four 250 mg parts.

Gold

Red

❑ .... entire tablet(s) of 1 000 mg  = ......... mg

❑  ¼  tablet: 250 mg

❑  ½  tablet: 500 mg

❑  ¾  tablet: 750 mg

Each quarter-tablet is embossed “T” on one side

RED box

 
❑ .... entire tablet(s) of 100 mg  = ......... mg

❑  ½  tablet: 50 mg

Each half-tablet is embossed “H” on one side

GOLD box

comprimé/tablet

hydroxycarbamide

Voie orale/Oral use 

30 comprimés/ 
tablets

Chaque comprimé contient 1 000 mg 
d’hydroxycarbamide. Lire la notice avant 
utilisation. Tenir hors de la vue et de la 
portée des enfants. Cytotoxique :  
manipuler les comprimés avec précaution.  
Conserver à une température ne  
dépassant pas 30 °C.
Each tablet contains 1 000 mg of 
hydroxycarbamide. Read the package 

and reach of children. Cytotoxic: Handle 
tablets with caution. Store below 30°C.
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01comprimé/tablet/ 
Tablette
hydroxycarbamide/ 
Hydroxycarbamid
Voie orale/Oraal  
gebruik/Zur oralen 
Einnahme
30 comprimés/ 
tabletten/Tabletten

Chaque comprimé contient 1 000 mg 
d’hydroxycarbamide. Lire la notice avant 
utilisation. Tenir hors de la vue et de la portée 
des enfants. Cytotoxique : manipuler les 
comprimés avec précaution. Conserver à une 
température ne dépassant pas 30 °C.
Elke tablet bevat 1 000 mg hydroxycarbamide. 
Voor gebruik de bijsluiter lezen. Buiten 
het zicht en bereik van kinderen houden. 
Cytotoxisch: hanteer de tabletten voorzichtig. 
Bewaren beneden 30 °C.
1 Tablette enthält 1 000 mg Hydroxycarbamid. 
Vor der Anwendung Packungsbeilage 
beachten. Arzneimittel für Kinder unerreichbar 
und nicht sichtbar aufbewahren. Zytotoxisch: 
Tabletten mit Vorsicht handhaben. Lagern 
unter 30°C. EU/1/07/397/001
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tablet/δισκίo
hydroxycarbamid/ 
hydroxycarbamide/
υδροξυκαρβαμίδη Lo

t:

EX
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Oral anvendelse/Oral use/
Χρήση από το στόμα
Cytotoksisk/Cytotoxic/
Κυτοτοξική 
5053308 - TH01SP02NA01

60 tabletter/ 
tablets/δισκία

mg

PACK 1 PACK 2

tablet/δισκίo 

hydroxycarbamid/ 
hydroxycarbamide/
υδροξυκαρβαμίδη

Oral anvendelse/Oral 
use/Χρήση από το στόμα

30 tabletter/tablets/
δισκία 

Hver tablet indeholder 1 000 mg hydroxycarbamid. 
Læs indlægssedlen inden brug. Opbevares util-
gængeligt for børn. Cytotoksisk: Tabletterne 
skal håndteres med forsigtighed. Opbevares 
ved temperaturer under 30 °C.
Each tablet contains 1 000 mg of hydroxycarbamide. 

of the sight and reach of children. Cytotoxic: 
Handle tablets with caution. Store below 30°C.

Διαβάστε το φύλλο οδηγιών χρήσης πριν από τη 
χρήση. Να φυλάσσεται σε θέση την οποία 
δεν βλέπουν και δεν προσεγγίζουν τα παιδιά. 
Κυτοτοξική: xειρίζεστε τα δισκία με προσοχή. 
Φυλάσσετε σε θερμοκρασία μικρότερη των 
30°C.
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Vía oral/Uso orale/ 
Via oral
Citotóxico/Citotossico/
Citotóxica
5053293 - TH01SP03NA01

60 comprimidos/
compresse

comprimido/ 
compressa
hidroxicarbamida/ 
idrossicarbamide
Vía oral/Uso orale/ 
Via oral
30 comprimidos/ 
compresse

Cada comprimido contiene 1 000 mg de 
hidroxicarbamida. Leer el prospecto antes de 
utilizar este medicamento. Mantener fuera de 
la vista y del alcance de los niños. Citotóxico: 
Manejar los comprimidos con precaución. 
Conservar por debajo de 30 °C. 
Ciascuna compressa contiene 1 000 mg di 
idrossicarbamide. Leggere il foglio illustrativo 
prima dell’uso. Tenere fuori dalla vista e dalla 
portata dei bambini. Citotossico: maneggiare 
le compresse con cautela. Conservare a 
temperatura inferiore a 30 °C.
Cada comprimido contém 1 000 mg de 
hidroxicarbamida. Consultar o folheto 
informativo antes de utilizar. Manter fora da 
vista e do alcance das crianças. Citotóxica: 
Manusear os comprimidos com cuidado. 
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Conservar a temperatura inferior a 30 °C.

PACK 4

comprimé/ 
tablet
hydroxycarbamide Lo

t:

EX
P:

Voie orale/Oral use
Cytotoxique/
Cytotoxic
5053314 - TH01SP04FR01

60 comprimés/
tablets

tablett/tabletti 
hydroxikarbamid/
hydroksikarbamidi/
hydroksykarbamid
Oral användning/ 
Suun kautta/Oral 
bruk 
30 tabletter/tablettia

Varje tablett innehåller 1 000 mg hydroxikarbamid. 
Läs bipacksedeln före användning. Förvaras 
utom syn- och räckhåll för barn. 
Hantera tabletterna med försiktighet. Förvaras 
vid högst 30°C.
Yksi tabletti sisältää 1 000 mg 
hydroksikarbamidia. Lue pakkausseloste 
ennen käyttöä. Ei lasten ulottuville eikä 
näkyville. 
varoen. Säilytä alle 30 °C.
Hver tablett inneholder 1 000 mg 
hydroksykarbamid. Les pakningsvedlegget 
før bruk. Oppbevares utilgjengelig for barn. 
Cytostatikum: 
forsiktighet. Oppbevares ved høyst 30 ºC. 
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PACK 6

tablett/tabletti
hydroxikarbamid/
hydroksikarbamidi/
hydroksykarbamid 

Oral användning/
Suun kautta/Oral bruk 
Cytostatikum/
Sytotostaatti
5053315 - TH01SP06NA01

mg

comprimé/tablet

hydroxycarbamide

Voie orale/Oral use 

30 comprimés/ 
tablets

Chaque comprimé contient 1 000 mg 
d’hydroxycarbamide. Lire la notice avant 
utilisation. Tenir hors de la vue et de la 
portée des enfants. Cytotoxique :  
manipuler les comprimés avec précaution.  
Conserver à une température ne  
dépassant pas 30 °C.
Each tablet contains 1 000 mg of 
hydroxycarbamide. Read the package 

and reach of children. Cytotoxic: Handle 
tablets with caution. Store below 30°C.
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01comprimé/tablet/ 
Tablette
hydroxycarbamide/ 
Hydroxycarbamid
Voie orale/Oraal  
gebruik/Zur oralen 
Einnahme
30 comprimés/ 
tabletten/Tabletten

Chaque comprimé contient 1 000 mg 
d’hydroxycarbamide. Lire la notice avant 
utilisation. Tenir hors de la vue et de la portée 
des enfants. Cytotoxique : manipuler les 
comprimés avec précaution. Conserver à une 
température ne dépassant pas 30 °C.
Elke tablet bevat 1 000 mg hydroxycarbamide. 
Voor gebruik de bijsluiter lezen. Buiten 
het zicht en bereik van kinderen houden. 
Cytotoxisch: hanteer de tabletten voorzichtig. 
Bewaren beneden 30 °C.
1 Tablette enthält 1 000 mg Hydroxycarbamid. 
Vor der Anwendung Packungsbeilage 
beachten. Arzneimittel für Kinder unerreichbar 
und nicht sichtbar aufbewahren. Zytotoxisch: 
Tabletten mit Vorsicht handhaben. Lagern 
unter 30°C. EU/1/07/397/001
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tablet/δισκίo
hydroxycarbamid/ 
hydroxycarbamide/
υδροξυκαρβαμίδη Lo

t:

EX
P:

 

Oral anvendelse/Oral use/
Χρήση από το στόμα
Cytotoksisk/Cytotoxic/
Κυτοτοξική 
5053308 - TH01SP02NA01

60 tabletter/ 
tablets/δισκία

mg

PACK 1 PACK 2

tablet/δισκίo 

hydroxycarbamid/ 
hydroxycarbamide/
υδροξυκαρβαμίδη

Oral anvendelse/Oral 
use/Χρήση από το στόμα

30 tabletter/tablets/
δισκία 

Hver tablet indeholder 1 000 mg hydroxycarbamid. 
Læs indlægssedlen inden brug. Opbevares util-
gængeligt for børn. Cytotoksisk: Tabletterne 
skal håndteres med forsigtighed. Opbevares 
ved temperaturer under 30 °C.
Each tablet contains 1 000 mg of hydroxycarbamide. 

of the sight and reach of children. Cytotoxic: 
Handle tablets with caution. Store below 30°C.

Διαβάστε το φύλλο οδηγιών χρήσης πριν από τη 
χρήση. Να φυλάσσεται σε θέση την οποία 
δεν βλέπουν και δεν προσεγγίζουν τα παιδιά. 
Κυτοτοξική: xειρίζεστε τα δισκία με προσοχή. 
Φυλάσσετε σε θερμοκρασία μικρότερη των 
30°C.
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Vía oral/Uso orale/ 
Via oral
Citotóxico/Citotossico/
Citotóxica
5053293 - TH01SP03NA01

60 comprimidos/
compresse

comprimido/ 
compressa
hidroxicarbamida/ 
idrossicarbamide
Vía oral/Uso orale/ 
Via oral
30 comprimidos/ 
compresse

Cada comprimido contiene 1 000 mg de 
hidroxicarbamida. Leer el prospecto antes de 
utilizar este medicamento. Mantener fuera de 
la vista y del alcance de los niños. Citotóxico: 
Manejar los comprimidos con precaución. 
Conservar por debajo de 30 °C. 
Ciascuna compressa contiene 1 000 mg di 
idrossicarbamide. Leggere il foglio illustrativo 
prima dell’uso. Tenere fuori dalla vista e dalla 
portata dei bambini. Citotossico: maneggiare 
le compresse con cautela. Conservare a 
temperatura inferiore a 30 °C.
Cada comprimido contém 1 000 mg de 
hidroxicarbamida. Consultar o folheto 
informativo antes de utilizar. Manter fora da 
vista e do alcance das crianças. Citotóxica: 
Manusear os comprimidos com cuidado. 
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Conservar a temperatura inferior a 30 °C.

PACK 4
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tablet
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Voie orale/Oral use
Cytotoxique/
Cytotoxic
5053314 - TH01SP04FR01

60 comprimés/
tablets

tablett/tabletti 
hydroxikarbamid/
hydroksikarbamidi/
hydroksykarbamid
Oral användning/ 
Suun kautta/Oral 
bruk 
30 tabletter/tablettia

Varje tablett innehåller 1 000 mg hydroxikarbamid. 
Läs bipacksedeln före användning. Förvaras 
utom syn- och räckhåll för barn. 
Hantera tabletterna med försiktighet. Förvaras 
vid högst 30°C.
Yksi tabletti sisältää 1 000 mg 
hydroksikarbamidia. Lue pakkausseloste 
ennen käyttöä. Ei lasten ulottuville eikä 
näkyville. 
varoen. Säilytä alle 30 °C.
Hver tablett inneholder 1 000 mg 
hydroksykarbamid. Les pakningsvedlegget 
før bruk. Oppbevares utilgjengelig for barn. 
Cytostatikum: 
forsiktighet. Oppbevares ved høyst 30 ºC. 
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Effective contraception is strongly advised in women of 
childbearing potential when Siklos® is initiated.

After providing the patient with this information,  
sperm cryopreservation may be suggested before starting the 

treatment.

Hydroxycarbamide is classified as antineoplastic agent and reproductive 
risks have been observed with this pharmacotherapeutic group.

4.1 Women of childbearing potential
Hydroxycarbamide has shown teratogenicity and embryo-toxicity in 
animals. Women of childbearing age receiving hydroxycarbamide should 
be advised to avoid becoming pregnant, and to inform the treating 
physician immediately should this occur.

If the patient wishes to have children, the treatment with Siklos® (in the 
male or the female patient) must be discontinued, if possible, 3 to 6 
months before pregnancy. 

If the patient or the patient’s partner becomes pregnant during treatment 
with Siklos®:
• she must be informed of the potential risk to the foetus
•  careful follow-up should be planned, including appropriate clinical

examinations, laboratory tests and ultrasound scans.

Hydroxycarbamide is excreted in the human milk. Because of the potential 
for adverse reactions in infants, breastfeeding must be discontinued 
while taking Siklos®. 

4.2 Male fertility
Fertility in males might be affected by treatment. Sickle cell disease can
affect sperm quality and quantity. Deleterious effects on sperm cells have
also been reported with hydroxycarbamide, with varying degrees of 
reversibility (please refer to SmPC for further information). 

4 Fertility - pregnancy 
& breastfeeding
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The table below summarizes some recommendations for the management 
of adverse effects reported during treatment with Siklos®. An assessment 
of the risks and benefits should be carried out whenever adverse reactions 
occur.

Recommendations for the management of some adverse drug reactions with known 
frequency

Side effect Frequency Management
Bone marrow 
suppression 
including neutropenia 
(< 1.5 x 109/l), 
Reticulocytopenia  
(< 80 x 109/l)

Very 
common 

•  The effective dose may be the maximal tolerated dose
•  Discontinuation until blood counts return to normal,

then resume at reduced doses
•  Blood counts usually return to normal within two

weeks of discontinuation of hydroxycarbamide
•  Treatment at a dose which caused haematological

toxicity must not be attempted more than twice
•  In case of anaemia, check for infection with Parvovirus

infection, splenic or hepatic sequestration, renal 
impairment

Thrombocytopenia 
(< 80 x 109/l)
Anaemia (haemo-
globin < 4.5 g/dl)

Common

Dizziness Uncommon •  Check for a complication of sickle cell disease such as
anaemia or ENT complication

• Discuss discontinuation of treatment
Erythema, 
melanonychia, 
alopecia

Uncommon •  Discuss relationship with the treatment and
discontinuation of treatment

Headaches Common •  Check for a complication of sickle cell disease such as
anaemia or ENT complication

Leg ulcers Rare
•  In case of history of leg ulcer, initiate with caution
• Topical care
•  Prevention by surveillance of skin condition and

avoidance of local injuries
•  Discuss dose reduction or discontinuation of treatment

Macrocytosis Very 
common •  Administration of folic acid as a preventive measure

Oligospermia, 
azoospermia

Very 
common •  Consider a semen analysis and cryopreservation

before starting treatment
Skin reactions (such 
as mouth, nail and 
skin pigmentation) 
and buccal mucositis

Common • Discuss discontinuation of treatment

5 Management     
of adverse drug reactions 

For the full list of adverse reactions, please refer to the Summary of Product 
Characteristics available at the following address: https://siklos.eu/ir/ and 
on the EMA website:
https://www.ema.europa.eu/documents/product-information/siklos-
eparproduct-information_en.pdf.
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Reporting suspected adverse reactions after authorization of the
medicinal product is important. It allows continued monitoring
of the benefit/risk balance of the medicinal product. Healthcare

professionals are asked to report any suspected adverse
reactions via the national reporting system:

HPRA Pharmacovigilance
Website: www.hpra.ie

For further information, please contact:
Theravia

Tel.: +353(0)1 69 50 063
E-mail: pv-ie@theravia.com

If you need additional hard copies of the educational
materials, please fill in the online questionnaire available on

our web site:
https://siklos.eu/ir/
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