
▼  This medicinal product is subject to additional monitoring. This will allow quick identification of new safety information. 
Healthcare professionals are asked to report any suspected adverse reactions. Before prescribing Reblozyl please refer  
to the EU Summary of Product Characteristics which can be found at Reblozyl.eu.

For your adult patients with MDS- or β-thalassemia–associated anemia1

REBLOZYL DOSING AND 
RECONSTITUTION GUIDE
Important information on dosing, reconstitution, and administration

INDICATIONS
Reblozyl is indicated for the treatment of adult patients with transfusion-dependent anemia due to very low, low and intermediate-
risk myelodysplastic syndromes (MDS) with ring sideroblasts, who had an unsatisfactory response to or are ineligible for 
erythropoietin-based therapy.

Reblozyl is indicated for the treatment of adult patients with transfusion-dependent anemia associated with beta-thalassemia.

Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.
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CONTINUE REBLOZYL 
once every 3 weeks1
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STARTING REBLOZYL IN MDS 
AND β-THALASSEMIA PATIENTS 
Reblozyl should be initiated under the supervision of a physician experienced 
in the treatment of hematological diseases1

START1:

Hemoglobin (Hgb) should be assessed prior to each  
Reblozyl administration

 Administer 1.0 mg/kg subcutaneously injected into the  
upper arm, thigh, or abdomen every 3 weeks*

If a scheduled injection is delayed or missed, administer Reblozyl  
as soon as possible and continue dosing as prescribed with at least  
3 weeks between doses

MONITOR1: 

If Hgb is ≥11.5 g/dL without influence of transfusion,  
delay dosing until the Hgb is ≤11 g/dL

 If treatment-related Grade 3 or higher adverse reactions occur persistently, 
delay treatment until toxicity has improved or returned to baseline. After a 
dose delay, re-start patient at previous dose or at a reduced dose as per dose 
reduction guidance on the following pages

If there is a loss of response to Reblozyl, assess causative factors (eg, a 
bleeding event). If typical causes for a loss of hematological response are 
excluded, consider a dose increase

INDIVIDUALIZE1: 

Dosing with Reblozyl is customized by patient response.  
Dosing modifications may be needed to balance efficacy and safety 

See pages 4-5 for dose modifications in MDS

See pages 6-7 for dose modifications in β-thalassemia

* No starting dose adjustment is required in patients who are elderly, have hepatic impairment (total bilirubin > upper limit of normal 
(ULN) and/or alanine aminotransferase or aspartate aminotransferase <3 x ULN), or mild to moderate renal impairment (estimated 
glomerular filtration rate <90 and ≥30 mL/min/1.73 m2).1

Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.
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DOSE MODIFICATIONS IN MDS 
Reblozyl offers stepwise dosing for individual patient response1

•  Consider a dose increase in patients who  
are not RBC transfusion-free after at least  
2 consecutive administrations (6 weeks) at 
the prior dose

•  If a patient loses response to Reblozyl, 
increase dose by one dose level

The dose should not 
be increased more 
frequently than 
every 6 weeks  
(2 doses) or beyond 
the maximum dose 
of 1.75 mg/kg  
every 3 weeks

DISCONTINUE1: 
•  Discontinue Reblozyl if:

 -  a patient does not experience a response 
after 9 weeks of treatment (3 doses) at the 
maximum dose level

 -  no alternative explanations for response 
failure are found (eg, bleeding, surgery, 
other concomitant illnesses)

 - unacceptable toxicity occurs at any time

DISCONTINUATIONS DUE TO ADVERSE REACTIONS1

Treatment discontinuation due to an adverse reaction occurred in 2.0% of MDS patients 
treated with Reblozyl. The adverse reactions leading to treatment discontinuation were  
fatigue and headache.

REDUCE DOSE1: 
•  In the case of an Hgb increase >2 g/dL within 

3 weeks, in the absence of transfusions, 
reduce the Reblozyl dose by one dose level

•  Dose should not be reduced  
below 0.8 mg/kg

If the patient is not  RBC transfusion 
free after  2 consecutive doses at 1.33 

mg per kg, increase dosage to 

1.75  
 MG PER KG

Weeks 3 6 9 12 15

Initial dose

1.0  
MG PER KG

If a patient does not 
experience a response after 
at least 2 consecutive doses, 

increase the dose to
1.33  

 MG PER KG

DOSE REDUCTIONS 
FOR MDS1

Current Dose Dose Reduction

1.75 mg/kg 1.33 mg/kg

1.33 mg/kg 1 mg/kg

1 mg/kg 0.8 mg/kg

RBC=red blood cell.

INDICATION
Reblozyl is indicated for the treatment of adult patients with transfusion-dependent anemia 
due to very low, low and intermediate-risk myelodysplastic syndromes (MDS) with ring 
sideroblasts, who had an unsatisfactory response to or are ineligible for erythropoietin- 
based therapy. Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.
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Continue dosing at
1.25 mg per kg

Continue dosing at
1.0 mg per kg
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DOSE MODIFICATIONS  
IN β-THALASSEMIA 
Reblozyl offers stepwise dosing for individual patient response1

•  Consider a dose increase in patients  
who have not achieved a reduction in  
RBC transfusion burden after at least  
2 consecutive administrations (6 weeks)  
at the prior dose

•  If a patient loses response to Reblozyl, 
increase dose by one dose level

REDUCE DOSE1: 
•  In the case of an Hgb increase >2 g/dL within 

3 weeks, in the absence of transfusions, 
reduce the Reblozyl dose by one dose level

•  Dose should not be reduced  
below 0.8 mg/kg

DOSE REDUCTIONS  
FOR β-THAL1

Current Dose Dose Reduction

1.25 mg/kg 1 mg/kg

1 mg/kg 0.8 mg/kg

DISCONTINUE1: 
•  Discontinue Reblozyl if:

 -  a patient does not experience a response 
after 9 weeks of treatment (3 doses) at the 
maximum dose level

 -  no alternative explanations for response 
failure are found (eg, bleeding, surgery, 
other concomitant illnesses)

 - unacceptable toxicity occurs at any time

DISCONTINUATIONS DUE TO ADVERSE REACTIONS1

Treatment discontinuation due to an adverse reaction occurred in 2.6% of β-thalassemia patients 
treated with Reblozyl. The adverse reactions leading to treatment discontinuation were arthralgia, 
back pain, bone pain and headache. 

3 6 9 12 15

Initial dose

1.0  
MG PER KG

If a patient does not experience a response  
after at least 2 consecutive doses, 

increase the dose to
1.25  

 MG PER KG

Weeks

The dose should not 

be increased beyond 

the maximum dose 
of 1.25 mg/kg  
every 3 weeks

RBC=red blood cell.

Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.

INDICATION
Reblozyl is indicated for the treatment of adult patients with transfusion-dependent anemia 
associated with beta-thalassemia.
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RECONSTITUTING REBLOZYL
Reblozyl is available in 2 strengths as single-dose vials for reconstitution.1

•  Reblozyl is supplied as a lyophilized powder for reconstitution before use

STERILE WATER FOR INJECTIONS (WFI) ONLY SHOULD 
BE USED WHEN RECONSTITUTING REBLOZYL1

Strength Amount of sterile WFI  
required for reconstitution

Post-reconstitution 
concentration

25 mg vial 0.68 mL 50 mg/mL (0.5 mL)

75 mg vial 1.6 mL 50 mg/mL (1.5 mL)

IMPORTANT CONSIDERATIONS FOR REBLOZYL RECONSTITUTION1

•  Reblozyl must be reconstituted gently prior 
to administration. Avoid aggressive shaking

•  The appropriate number of Reblozyl  
vials should be reconstituted to achieve  
the desired dose

•  A syringe with appropriate graduations 
must be used for reconstitution to ensure 
accurate dosage

STEPS FOR RECONSTITUTION
Adhere to the following steps for reconstitution1

STEP 1: Add sterile water for 
injection (WFI) into the vial. 
Reconstitute with sterile WFI 
using volumes described on 
page 8. Direct the flow onto the 
lyophilized powder. Allow to  
stand for 1 minute.

STEP 5: Invert the vial. 
Invert the vial and gently swirl  
in an inverted position for  
30 seconds. Bring the vial back  
to the upright position, and let  
sit for 30 seconds. 

STEP 2: Discard the  
needle and syringe  
used for reconstitution. 
Do not use them for 
subcutaneous injection.

STEP 6: Repeat.
Repeat step 5 seven more times to 
ensure complete reconstitution of 
material on the sides of the vial.

STEP 3: Mix and wait.
Gently swirl the vial in a circular 
motion for 30 seconds. Stop 
swirling and let the vial sit in an 
upright position for 30 seconds.

STEP 7: Inspect the 
reconstituted solution.
Reblozyl reconstituted solution  
is a colorless to slightly yellow, 
clear to slightly opalescent 
solution. Do not use if undissolved 
product or foreign particulate 
matter are observed.

STEP 4: Inspect. 
Inspect the vial for undissolved 
particles in the solution. If 
undissolved powder is  
observed, repeat step 3 until  
the powder is dissolved.

Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.
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Please see the References and the EU Abbreviated Prescribing Information on pages 12–13.

STORAGE OF RECONSTITUTED SOLUTION1

•  From a microbiological point of view, the medicinal product 
should be used immediately

•  If the reconstituted solution is not used immediately, store at 
room temperature (≤25°C) for up to 8 hours in the original 
carton. Discard if not used within 8 hours of reconstitution

•  Alternatively, store refrigerated at 2°C to 8°C for up to  
24 hours in the original carton

      -   Discard if not used within 24 hours of reconstitution

•  Do not freeze the reconstituted solution

STORAGE OF UNRECONSTITUTED VIAL1

•  Store unreconstituted vials refrigerated at 2°C to 8°C

• Do not freeze

• Store in the original carton to protect from light

STORING REBLOZYL
Reblozyl requires refrigerated storage1

ADMINISTERING REBLOZYL
Reblozyl is conveniently administered subcutaneously every 3 weeks1

STEP 1:  Verify correct dose for the patient1

Calculate the exact total dosing volume required for the patient

STEP 2:  Plan and prep for injection1

Slowly withdraw the dosing volume of the reconstituted Reblozyl solution from the single-dose vial(s) 
into a syringe. 

The recommended maximum volume of medicinal product per injection site is 1.2 mL. Divide doses 
requiring larger reconstituted volumes into separate similar volume injections and administer across 
separate sites.

If multiple injections are required, use a new syringe and needle for each subcutaneous injection.

STEP 3:  Administer subcutaneously1

Prior to injection, allow solution to reach room  
temperature for a more comfortable injection. 

Administer the injection(s) into the upper arm,  
thigh, or abdomen.

Do not administer more than 1 dose from a vial.
Do not mix with other medications.
Do not pool unused portions from the vials.
Discard any unused portion.
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Reference: 1. Reblozyl® (luspatercept) [summary of product 
characteristics]. Netherlands: Celgene; 2020.

EU ABBREVIATED PRESCRIBING 
INFORMATION
Refer to the Summary of Product 
Characteristics (SmPC) before prescribing. 
Name of medicine: Reblozyl. Active 
ingredients: luspatercept. List of excipients: 
Citric acid monohydrate (E320), sodium citrate 
(E331), polysorbate 80, sucrose, hydrochloric 
acid and sodium hydroxide. Available dosage 
forms: Powder for solution for injection 
containing luspatercept 25 mg or 75 mg.
AUTHORISED INDICATIONS:
Reblozyl is indicated for the treatment of adult 
patients with transfusion-dependent anaemia: 
•  due to very low, low and intermediate-

risk myelodysplastic syndromes (MDS) 
with ring sideroblasts, who had an 
unsatisfactory response to or are ineligible 
for erythropoietin-based therapy.

•  or associated with beta thalassaemia
DOSAGE REGIMENS AND ROUTES OF 
ADMINISTRATION:
Treatment should be initiated by a physician 
experienced in treatment of haematological 
diseases. Prior to each Reblozyl administration, 
haemoglobin (Hb) level should be assessed. 
In case of a red blood cell (RBC) transfusion 
occurring prior to dosing, the pre-transfusion 
Hb level must be considered for dosing 
purposes.
The recommended starting dose of Reblozyl is 
1.0 mg/kg administered once every 3 weeks.
Myelodysplastic syndromes: In patients 
who are not RBC transfusion-free after 
≥2 consecutive doses, the dose should 
be increased to the next dose level (1.33 
mg/kg). Dose increase should not occur 
more frequently than every 6 weeks (2 
administrations) and should not exceed 
1.75 mg/kg every 3 weeks. The dose should 
not be increased immediately after a dose 
delay. If a patient loses response, the dose 
should be increased by one dose level. For 
patients with a pre-dose Hb level of >9 g/dL 
and who have not yet achieved transfusion 
independence, a dose increase may be 
required at the physician’s discretion. 

β-thalassaemia: In patients who do not 
achieve a reduction in RBC transfusion burden 
of at least a third after ≥2 consecutive doses, 
the dose should be increased to 1.25 mg/kg. 
Dose should not exceed 1.25 mg/kg every  
3 weeks. If a patient loses response the dose 
should be increased by one dose level.
MDS and β-thalassaemia dose reduction  
and dose delay: In case of Hb increase  
>2 g/dL within 3 weeks of luspatercept 
treatment in absence of transfusion, the dose 
should be reduced. If the Hb is ≥11.5 g/dL 
in the absence of transfusion for at least 3 
weeks, the dose should be delayed until the 
Hb is ≤11.0 g/dL. If there is also a concomitant 
rapid increase in Hb (>2 g/dL within 3 weeks 
in absence of transfusion), a dose reduction 
should be considered after the dose delay. 
Dose should not be reduced below 0.8 mg/
kg. If patients experience persistent treatment-
related Grade 3 or higher adverse reactions, 
the treatment should be delayed until toxicity 
has improved or returned to baseline. After a 
dose delay, patients should be re-started at 
their previous dose or at reduced dose as per 
dose reduction guidance. 
Route of administration: Injected 
subcutaneously into the upper arm, thigh  
or abdomen. 
For full details refer to the SmPC. 
REFERENCE TO SPECIAL GROUPS  
OF PATIENTS:
Elderly: No starting dose adjustment is 
required for Reblozyl.
Hepatic impairment: No starting dose 
adjustment is required for patients with total 
bilirubin (BIL) > upper limit of normal (ULN) 
and/or alanine aminotransferase (ALT) or 
aspartate aminotransferase (AST) <3 x ULN. 
No specific dose recommendation can be 
made for patients with ALT or AST ≥3 x ULN or 
liver injury CTCAE Grade ≥3 due to lack of data.
Renal impairment: No starting dose 
adjustment is required for patients with  
mild to moderate renal impairment  
(estimated glomerular filtration rate [eGFR] 
<90 and ≥30 mL/min/1.73 m2). No specific 
dose recommendation can be made for 
patients with severe renal impairment (eGFR  

<30 mL/min/1.73 m2) due to lack of clinical 
data. Patients with renal impairment at baseline 
should be closely monitored for renal function 
as per standard of care.
Paediatric population: There is no relevant use 
of Reblozyl in the paediatric population for the 
indication of myelodysplastic syndromes, or in 
paediatric patients less than 6 months of age 
in β-thalassaemia. The safety and efficacy of 
Reblozyl in the paediatric patients aged from  
6 months to less than 18 years have not yet 
been established in β-thalassaemia.
For full details please refer to the SmPC. 
CONTRAINDICATIONS:
Hypersensitivity to the active substance or  
to any of the excipients. Pregnancy. 
WARNINGS: 
Traceability: In order to improve the 
traceability of biological medicinal products, 
the name and the batch number of the 
administered product should be clearly 
recorded.
Thromboembolic events: In β-thalassaemia, 
thromboembolic events (TEEs) were reported 
in 3.6% (8/223) of patients treated with 
luspatercept. All patients with TEEs were 
splenectomised and had at least one other 
risk factor for developing TEE. The occurrence 
of TEE was not correlated with elevated Hb 
levels. The potential benefit of treatment with 
luspatercept should be weighed against the 
potential risk of TEEs in β-thalassaemia patients 
with a splenectomy and other risk factors 
for developing TEE. Thromboprophylaxis 
according to current clinical guidelines should 
be considered in patients with β-thalassaemia 
at higher risk.
Increased blood pressure: Patients treated 
with luspatercept had an average increase 
in systolic and diastolic blood pressure of 5 
mmHg from baseline. Blood pressure should 
be monitored prior to each luspatercept 
administration. In case of persistent 
hypertension or exacerbations of pre-existing 
hypertension, patients should be treated for 
hypertension as per current clinical guidelines.

Sodium content: This medicinal product 
contains less than 1 mmol sodium (23 mg)  
per dose.
CLINICALLY SIGNIFICANT INTERACTIONS:
No formal clinical interaction studies have 
been performed. Concurrent use of iron-
chelating agents had no effect on luspatercept 
pharmacokinetics. 
REPORTED SIDE EFFECTS:
Myelodysplastic syndromes, the most frequently 
reported: fatigue, diarrhoea, asthenia, nausea, 
dizziness, back pain and headache. The 
most commonly reported Grade 3 or higher: 
syncope/presyncope, fatigue, hypertension and 
asthenia. The most commonly reported serious 
adverse drug reactions: urinary tract infection, 
back pain and syncope.
β-thalassaemia, the most frequently reported: 
headache, bone pain and arthralgia. The 
most commonly reported Grade 3 or higher: 
hyperuricaemia. The most serious adverse 
reactions: thromboembolic events of deep 
vein thrombosis, ischaemic stroke portal vein 
thrombosis and pulmonary embolism.
Prescribers should consult the SmPC for 
more information on other side effects.
Storage condition: Store in a refrigerator 
(2°C–8°C). Do not freeze. Store in the original 
carton in order to protect from light. For 
storage conditions after reconstitution of 
the medicinal product, refer to the SmPC. 
Price: XXX. Classification: Prescription 
only. Marketing Authorisation Holder: 
Celgene Europe B.V., Winthontlaan 6 N, 
3526 KV Utrecht, Netherlands. Marketing 
Authorisation Numbers: Reblozyl 25 
mg powder for solution for injection 
EU/1/20/1452/001, Reblozyl 75 mg powder  
for solution for injection EU/1/20/1452/002. 
Internal ID of the printed material: XXX.
Date of first authorisation: 25 June 2020
DECLARATION
Further information is available and shall be 
provided upon request by the holder of the 
marketing authorisation or is included in the 
summary of the product characteristics, the 
package leaflet and the monograph of the 
medicinal product.
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