
IMPORTANT SAFETY INFORMATION
Contraindications
Defitelio is contraindicated in the following conditions:
•  Concomitant administration with systemic anticoagulant or fibrinolytic therapy 
• Known hypersensitivity to Defitelio or to any of its excipients

FIRST AND ONLY APPROVED TREATMENT  
FOR PATIENTS WITH VOD 
WITH RENAL OR PULMONARY DYSFUNCTION POST HSCT

A CLINICIAN’S GUIDE TO DIAGNOSING 
VOD AND TREATING WITH DEFITELIO

HSCT=hematopoietic stem-cell transplantation; VOD=veno-occlusive disease. 

Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.

Indication
Defitelio® (defibrotide sodium) is indicated for the treatment of adult and pediatric patients 
with hepatic veno-occlusive disease (VOD), also known as sinusoidal obstruction syndrome (SOS), 
with renal or pulmonary dysfunction following hematopoietic stem-cell transplantation (HSCT).



Identify VOD risk factors

VOD, also known as sinusoidal obstruction syndrome, is a potentially life-threatening complication 
following HSCT and associated conditioning regimens affecting the endothelial cells within  
the sinusoids of the liver.1

VOD RISK FACTORS

ALT=alanine aminotransferase; AST=aspartate aminotransferase; HLA=human leukocyte antigen.

Preexisting factors that may increase the risk of veno-occlusive disease (VOD)2-10

Patient-related risk factors

Age
•  Children under age 2 

Preexisting hepatic disturbance or dysfunction   
•  Liver fibrosis
•  Previous liver disease 
•  Elevated pre-HSCT AST/ALT 
•  Hepatotoxic medication 
•  Iron overload 

Osteopetrosis (in children)

Transplant-related risk factors

Allogeneic transplant 
HLA mismatch 
Previous myeloablative HSCT 
High-intensity conditioning regimens  
•  Oral busulfan  
•  Busulfan, in combination with cyclophosphamide 

Total body irradiation (high or single dose)
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IMPORTANT SAFETY INFORMATION 
Warnings and Precautions
Hemorrhage—Defitelio may increase the risk of bleeding in patients with VOD after HSCT. Do not 
initiate Defitelio in patients with active bleeding. Monitor patients on Defitelio for signs of bleeding.  
If bleeding occurs, withhold or discontinue Defitelio.

Concomitant systemic anticoagulant or fibrinolytic therapy may increase the risk of bleeding and should 
be discontinued prior to Defitelio treatment. Consider delaying Defitelio administration until the effects 
of the anticoagulant have abated.

Understand VOD diagnostic criteria and considerations

The first 21 days are critical to detection

Vigilant monitoring is important, as VOD can occur in any patient, regardless of risk factors.2,3,11

  Modified Seattle criteria Baltimore criteria

Presentation by Day 20 post HSCT  
of at least 2 of the following:
• Bilirubin >2 mg/dL
• Hepatomegaly or right upper  quadrant pain
• Weight gain (>2%)

Presentation of bilirubin >2 mg/dL by  Day 21  
post HSCT and at least 2 of  the following:
• Painful hepatomegaly 
• Ascites
• Weight gain (>5%) 

Limitations and considerations to current diagnostic criteria8

• Late VOD onset is not considered
• VOD that presents in the absence of specified signs and symptoms, 
 such as hyperbilirubinemia, is not considered
• Clinical judgment may be an important part of diagnosis

Mortality is high in patients with VOD 
with renal or pulmonary dysfunction1

In a study conducted by Carreras et al that used 2 sets  
of diagnostic criteria to determine incidence, 
approximately 30% to 50% of VOD cases developed 
multi-organ dysfunction.11

a Based on 19 studies (235 patients) that specifically determined mortality from severe VOD,  
as reported within a meta-analysis of 135 studies performed between 1979 and 2007.

DIAGNOSTIC CRITERIA AND CONSIDERATIONS2
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overall mortality in VOD  
with multi-organ 

dysfunction1,a

84%

Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.
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VOD can rapidly progress from endothelial damage to death1,12

Endothelial damage
•  Activation of pro-inflammatory molecular pathways  

that lead to sinusoidal endothelial cell damage
• Heparanase contributes to degradation of the extracellular matrix  
 and gap formation between sinusoidal endothelial cells

Sinusoidal narrowing
•  Blood cells and cellular debris move into the space of Disse,  

leading to sinusoidal narrowing

Sinusoidal blockage
•  Fibrin deposition, clot formation, and embolization  

of dissected endothelial cells

Endothelial cellsHepatocytes Red 
blood cells

White
blood cells Platelets Extracellular

matrix Defitelio

Clinical manifestation of signs and symptoms may include2,10:
•  Bilirubin (≥2 mg/dL), hepatomegaly and/or upper right 

quadrant pain, weight gain, fluid retention, ascites

The cascade of events appears to start BEFORE clear clinical  
and pathological manifestations are evident.13,14

Death1,13

•  Often due to multi-organ failure

PROGRESSIVE CASCADE OF VOD1,2,13,14

CLINICAL MANIFESTATION

Multi-organ dysfunction1,13,15

•  Progressing damage may lead to renal  
or pulmonary dysfunction

Based on experimental models, buildup of toxic metabolites 
from conditioning regimens may trigger damage to sinusoidal endothelium.

4

Proposed mechanism of action of Defitelio

DEFITELIO IS THOUGHT TO ACT AT MULTIPLE POINTS 
ACROSS THE VOD CASCADE 16

Although the mechanism of action has not been fully elucidated, 
Defitelio has been shown, in vitro, to affect:

Fibrinolysis
•  Increases endothelial cell –mediated fibrinolysis 
•  Enhances enzymatic activity of plasmin to hydrolyze fibrin clots

Endothelial cell protection
•  Reduces endothelial cell activation
• Protects endothelial cells from damage

IMPORTANT SAFETY INFORMATION 
Warnings and Precautions
Hypersensitivity Reactions—Hypersensitivity reactions including rash, urticaria, and angioedema 
have occurred in less than 2% of patients treated with Defitelio. One case of an anaphylactic reaction 
was reported in a patient who had previously received Defitelio. Monitor patients for hypersensitivity  
reactions, especially if there is a history of previous exposure. If a severe hypersensitivity reaction occurs, 
discontinue Defitelio, treat according to the standard of care, and monitor until symptoms resolve.
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Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.
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Decreased urinary output

Elevated creatinine levels

Decreased creatinine clearance

Decreased glomerular filtration rate

A need for dialysis

Reduced oxygen saturation
•  Increased respiratory rate

•  Shortness of breath/dyspnea

Need for supplemental oxygen support (nasal cannula)

Pulmonary infiltrates

Pleural effusion

Ventilator dependence

RENAL DYSFUNCTION MAY INCLUDE 17-19

PULMONARY DYSFUNCTION MAY INCLUDE 15,18-20

Be alert for possible signs of renal or pulmonary dysfunction15,17-20

IMPORTANT SAFETY INFORMATION 
Most Common Adverse Reactions
The most common adverse reactions (incidence ≥10% and independent of causality) with Defitelio treatment 
were hypotension, diarrhea, vomiting, nausea, and epistaxis.
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a A diagnosis of VOD was made using the following criteria: bilirubin ≥2 mg/dL and at least 2 of the following—hepatomegaly, ascites, 
and weight gain >5% by Day +21 post HSCT. The multi-organ dysfunction was to have occurred by Day +28 post HSCT. Patients were 
not permitted to receive concomitant medications such as heparin, warfarin, or alteplase because of an increased risk of bleeding.

b Duration of treatment from first dose to last dose is presented because days without treatment were not captured for the expanded 
access study.

STUDIES INCLUDED A BROAD RANGE OF ADULT AND PEDIATRIC PATIENTS 
WITH VOD WITH RENAL OR PULMONARY DYSFUNCTION FOLLOWING HSCT 16,21,22

Efficacy of Defitelio was evaluated in 689 patients16,21

Study 116,19 Study 216,23

Study design Phase 3  
prospective

Phase 2  
prospective

Expanded 
access study

Number of patients 102 75 512

VOD associated with:
Multi-organ
dysfunction 

(pulmonary, renal, 
or both)a

Multi-organ  
dysfunction

Renal or  
pulmonary  

dysfunction

Median age (years)
(range)

21
(<1, 72)

32
(<1, 61)

14
(<1, 69)

Type of transplant, n (%)
Allogeneic  
Autologous

 
90 (88)
 12 (12) 

 
67 (89)
8 (11)

 
450 (88)

61 (12)

Ventilator or dialysis  
dependent at study  
entry, n (%)

   34 (33) 8 (11) 225 (42)

Median number of days  
on treatment (days)
(range)

 
21.5

(1, 58)

 
19.5

(3, 83)

 
21.0b

(1, 91)

Treatment dose of Defitelio 6.25 mg/kg infusion every 6 hours
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Study 316,21,22

Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.
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 Based on published reports and analyses of patient-
level data for individuals with hepatic VOD with renal 
or pulmonary dysfunction who received supportive 
care or interventions other than Defitelio.16

SURVIVAL AT DAY +100 POST HSCT WITH DEFITELIO ACROSS STUDIES 
IN ADULT AND PEDIATRIC PATIENTS 16,21

Defitelio was proven to improve survival at Day +100 
consistently across 3 studies16,21

EXPECTED DAY +100 SURVIVAL  
WITH SUPPORTIVE CARE

21% TO 31%
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IMPORTANT SAFETY INFORMATION
Contraindications
Defitelio is contraindicated in the following conditions:
•  Concomitant administration with systemic anticoagulant or fibrinolytic therapy 
• Known hypersensitivity to Defitelio or to any of its excipients

Delays in Defitelio initiation were associated 
with increased mortality at Day +10016,21

 Analysis of Study 3 indicated that increased mortality at Day +100 was associated with 
longer delays in Defitelio initiation following a diagnosis of VOD with renal or pulmonary 
dysfunction (confirmed by the Cochran-Armitage trend test; P<0.001)

•  Analysis based on adult and pediatric patients (n=512) with a diagnosis of VOD with renal 
or pulmonary dysfunction

• The reason for initiation delay following diagnosis was not assessed in this expanded access study

IN AN EXPLORATORY POST HOC ANALYSIS FROM STUDY 316,21

9

Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility  
for their application or use in any way.

NCCN=National Comprehensive Cancer Network; SOS=sinusoidal obstruction syndrome.

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) 
suggest consideration of defibrotide for patients with acute lymphoblastic 
leukemia who develop VOD related to inotuzumab toxicity.24 

IMPORTANT SAFETY INFORMATION
Warnings and Precautions
Hemorrhage—Defitelio may increase the risk of bleeding in patients with VOD after HSCT. Do not  
initiate Defitelio in patients with active bleeding. Monitor patients on Defitelio for signs of bleeding.  
If bleeding occurs, withhold or discontinue Defitelio. 

Concomitant systemic anticoagulant or fibrinolytic therapy may increase the risk of bleeding and should  
be discontinued prior to Defitelio treatment. Consider delaying Defitelio administration until the effects  
of the anticoagulant have abated.

Defitelio is indicated for the treatment of adult and pediatric patients with hepatic VOD,  
also known as SOS, with renal or pulmonary dysfunction following HSCT.
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DOSING FOR DEFITELIO16

DRUG INTERACTIONS16

•  Defitelio may enhance the pharmacodynamic activity of antithrombotic/fibrinolytic drugs such as heparin 
or alteplase. Concomitant use of Defitelio with antithrombotic or fibrinolytic drugs is contraindicated 
because of an increased risk of hemorrhage.

Dosage 
6.25 mg/kg every 6 hours (total dose 25 mg/kg/day)
Dosing based on baseline body weight prior to preparative 
regimen for HSCT

Administration
2-hour intravenous infusion

Days on therapy
Minimum of 21 days
Continue Defitelio until VOD resolution  
or up to a maximum of 60 days

Dosing and administration
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TREATMENT MODIFICATIONS FOR TOXICITY OR INVASIVE PROCEDURES 16

Treatment modifications for specific events or procedures

Event Recommended action

Hypersensitivity reaction
•  Severe or life-threatening 

(anaphylaxis)

 
1.    Discontinue Defitelio permanently;  

do not resume treatment.

 
 
Bleeding
•  Persistent, severe,  

or potentially life-threatening

 1.   Withhold Defitelio.
2.  Treat the cause of bleeding and give supportive care  

as clinically indicated.
3.  Consider resuming treatment (at the same dose 

and infusion volume) when bleeding has stopped  
and the patient is hemodynamically stable.

•  Recurrent significant bleeding
 
1.   Discontinue Defitelio permanently;  

do not resume treatment.

Invasive procedures

 
1.   There is no known reversal agent for the 

profibrinolytic effects of Defitelio. Discontinue 
Defitelio infusion at least 2 hours prior 
to an invasive procedure.

2.  Resume Defitelio treatment after the  
procedure, as soon as any procedure-related  
risk of bleeding is resolved.
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Please see additional Important Safety Information 
on page 13 and full Prescribing Information in pocket.
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ADVERSE REACTIONS INDEPENDENT OF CAUSALITY ≥10% ANY GRADE  
OR GRADE 4–5 ≥2% OF DEFITELIO-TREATED PATIENTS16 

a Excludes events considered to be due to the underlying disease: multi-organ failure, veno-occlusive disease, respiratory failure, 
renal failure, and hypoxia.

bAdverse reactions considered life-threatening or fatal.
cCerebral hemorrhage has been included in the table due to clinical relevance.  

Safety profile

Adverse reactiona Defitelio (n=176) 
n (%)

Any grade Grade 4–5b

Hypotension 65 (37) 12 (7)

Diarrhea 43 (24) 0

Vomiting 31 (18) 0

Nausea 28 (16) 0

Epistaxis 24 (14) 0

Pulmonary alveolar hemorrhage 15 (9) 12 (7)

Gastrointestinal hemorrhage 15 (9) 5 (3)

Sepsis 12 (7) 9 (5)

Graft-vs-host disease 11 (6) 7 (4)

Lung infiltration 10 (6) 5 (3)

Pneumonia 9 (5) 5 (3)

Pulmonary hemorrhage 7 (4) 4 (2)

Infection 6 (3) 4 (2)

Hemorrhage intracranial 5 (3) 4 (2)

Hyperuricemia 4 (2) 4 (2)

Cerebral hemorrhagec 3 (2) 3 (2)
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Indication
Defitelio® (defibrotide sodium) is indicated for the treatment of adult and pediatric patients  
with hepatic veno-occlusive disease (VOD), also known as sinusoidal obstruction syndrome (SOS), 
with renal or pulmonary dysfunction following hematopoietic stem-cell transplantation (HSCT).

IMPORTANT SAFETY INFORMATION
Contraindications
Defitelio is contraindicated in the following conditions:

•    Concomitant administration with systemic anticoagulant or fibrinolytic therapy 
•    Known hypersensitivity to Defitelio or to any of its excipients

Warnings and Precautions
Hemorrhage 
Defitelio may increase the risk of bleeding in patients with VOD after HSCT. Do not initiate Defitelio 
in patients with active bleeding. Monitor patients on Defitelio for signs of bleeding. If bleeding occurs, 
withhold or discontinue Defitelio. 

Concomitant systemic anticoagulant or fibrinolytic therapy may increase the risk of bleeding and 
should be discontinued prior to Defitelio treatment. Consider delaying Defitelio administration until 
the effects of the anticoagulant have abated.

Hypersensitivity Reactions 
Hypersensitivity reactions including rash, urticaria, and angioedema have occurred in less than 2% 
of patients treated with Defitelio. One case of an anaphylactic reaction was reported in a patient who 
had previously received Defitelio. Monitor patients for hypersensitivity reactions, especially if there 
is a history of previous exposure. If a severe hypersensitivity reaction occurs, discontinue Defitelio, 
treat according to the standard of care, and monitor until symptoms resolve.

Most Common Adverse Reactions
The most common adverse reactions (incidence ≥10% and independent of causality) with Defitelio 
treatment were hypotension, diarrhea, vomiting, nausea, and epistaxis.

Please see full Prescribing Information in pocket.

Important Safety Information
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•  Defitelio is thought to protect hepatic endothelial cells and increase endothelial cell–mediated fibrinolysis 
based on in vitro studies16

• Defitelio demonstrated consistent Day +100 survival across 3 studies16,21

•  An exploratory post hoc analysis of Study 3 (n=512) indicated that increased mortality at Day +100  
was associated with longer delays in Defitelio administration following a diagnosis of VOD with renal  
or pulmonary dysfunction16,21

•  NCCN Guidelines® suggest consideration of defibrotide for patients with acute lymphoblastic leukemia 
who develop VOD related to inotuzumab toxicity24

Defitelio is the first and only approved treatment for patients with VOD 
with renal or pulmonary dysfunction post HSCT
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For additional information, visit defitelio.com 
or call Jazz Pharmaceuticals Customer Service at 1-800-833-3533.

Indication
Defitelio® (defibrotide sodium) is indicated for the 
treatment of adult and pediatric patients  with hepatic  
veno-occlusive disease (VOD), also known as sinusoidal 
obstruction syndrome (SOS), with renal or pulmonary 
dysfunction following hematopoietic stem-cell 
transplantation (HSCT).

IMPORTANT SAFETY INFORMATION
Contraindications
Defitelio is contraindicated in the following conditions:
•  Concomitant administration with systemic 

anticoagulant or fibrinolytic therapy 
• Known hypersensitivity to Defitelio or to any 
 of its excipients
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