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Sinusoidal Obstruction Syndrome
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Abstract

Sinusoidal obstructive syndrome (SOS) is a fibrous occlusive disease of hepatic 
sinusoids or hepatic venules. Small hepatic blood vessel damage, especially hepatic 
sinusoidal endothelial cell damage, is its main feature. Based on etiology, SOS is 
mainly classified into pyrrolidine alkaloids-related SOS, hematopoietic stem cell 
transplantation-related SOS, and SOS of unknown etiology. In recent years, the 
incidence of SOS has been increasing. However, due to the complexity of the etiol-
ogy, the lack of specificity in clinical manifestations, the difficulty of early diagno-
sis, and the limited treatment options, it often leads to poor treatment effects and 
even death. This chapter aims to analyze and organize the pathogenesis, pathologi-
cal characteristics, diagnosis, treatment, and prognosis of different types of SOS, to 
provide certain references for the prevention and treatment of the disease.

Keywords: sinusoidal obstructions syndrome, hepatic vascular endothelial injury, 
hepatic venous pressure gradient, nonportal cirrhosis, pyrrolidine alkaloids-related 
SOS, hematopoietic stem cell transplantation-related SOS

1. Introduction

Hepatic sinusoidal obstruction syndrome (SOS), formerly known as a hepatic 
veno-occlusive disease (HVOD), is an intrahepatic hepatic sinusoidal portal 
hypertension caused by obstruction of the hepatic sinusoidal outflow tract due to 
endothelial cell injury. The main features of SOS are luminal narrowing or occlu-
sion due to endothelial cell injury of the hepatic blood sinusoids, small hepatic 
veins, and interlobular veins. This causes intrahepatic stasis, hepatic injury and 
intrahepatic sinusoidal portal hypertension as a characteristic hepatic vasculogenic 
disease. Its clinical manifestations are mainly pain in the liver area, jaundice, ascites 
and hepatomegaly. The first cases were documented in South Africa in 1920 when 
cirrhosis was thought to be caused by groundsel poisoning [1]. In 1953, Hill et al. 
reported that more than 100 Jamaican children developed “Serous Hepatosis” from 
the consumption of Senecio (also known as groundsel) [2]. In 1954, Bras and Jelliffe  
et al. used the term hepatic veno-occlusive disease (HVOD) in their report [3]. 
Since then, with the recognition of HVOD, in 2002, Deleve et al. suggested that it 
would be more appropriately named SOS [4, 5], which is now generally accepted 
and adopted by scholars. The etiology of SOS is diverse, with different etiologies 
in China and Western countries. Depending on the etiology, it is mainly divided 
into hematopoietic stem cell transplantation-induced SOS (HSCT-SOS) and pyr-
rolidine alkaloids-induced SOS (PA-SOS). In the West, SOS is usually associated 
with myeloablative pretreatment before HSCT, and the incidence of HSCT-SOS 
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ranges from 5.3% to 13.7% [6], even up to 60% in pediatric high-risk populations 
[7–9], and is an important complication and major obstacle of HSCT. In China, on 
the other hand, SOS is usually associated with oral intake of plants containing PA, 
with 50.0% to 88.6% of SOS caused by the consumption of sedum Tusanqi [10]. 
In recent years, the incidence of SOS has been increasing, but the complex etiol-
ogy, lack of specificity of clinical manifestations, difficulties in early diagnosis and 
limited therapeutic means often lead to poor treatment outcomes and even death. 
The mortality rate of patients with multiple organ failure is greater than 80% [11]. 
However, the pathogenesis of the disease is not known. The existing guidelines 
are limited to “the SOS associated with hematopoietic stem cell transplantation 
in Western countries” and the “Nanjing criteria” developed by the Hepatobiliary 
Diseases Committee of the Chinese Society of Gastroenterology to diagnose and 
treatment of PA–HSOS [12, 13]. To this end, this section focuses on the research 
progress in the pathogenesis, clinical manifestations, diagnosis, treatment, progno-
sis, and preventive measures of SOS.

2. Etiology

2.1 Hematopoietic stem cell transplantation

HSCT is considered a major etiology of SOS in the West and is associated with 
high-dose chemotherapeutic drug pretreatment. Also, age, type of transplantation, 
secondary transplantation, cytokines produced by damaged tissues, endogenous 
microorganisms translocated by damaged mucosal barriers, immune factors, previ-
ous history of liver disease, systemic irradiation, local procoagulant status, and 
platelet adhesion are also risk factors for the development of HSCT-SOS [14–16].

2.2 Consumption of plants containing pyrrolidine alkaloids (PA)

In developing countries, such as China, Southeast Asian countries, and African 
countries, SOS is mainly caused by the consumption of plants containing PA. 
Plants containing PA are widely distributed around the world, and more than 300 
of the more than 6000 species of plants are known to contain PA. For example, 
senecio, Tusanqi, lily, retrorsine, comfrey, etc. [17]. Since Chinese herbal medicine 
is widely used in China, SOS is mainly caused by poisoning with Tusanqi [18, 19]. 
In 1980, Hou et al. [20] reported for the first time two clinical cases of SOS caused 
by the administration of Tusanqi in China, which attracted widespread attention 
of clinicians, and since then, cases of SOS caused by Tusanqi have been reported 
throughout the country. PA and its hydrolysis products are not toxic, but when they 
reach the liver, they are deoxygenated by cytochrome P450 enzyme (CYP) 3A to 
form pyrrole-like derivatives. This metabolite binds to DNA/RNA in hepatocytes, 
thus affecting protein synthesis and inhibiting cell division, which in turn causes 
severe damage to the liver [21].

2.3 After radiation and chemotherapy

In addition to the above two common types, it has also been reported that 
SOS is associated with chemotherapy and radiotherapy for solid tumors, such as 
chemotherapy with cyclophosphamide. Common SOS-related drugs are cyclophos-
phamide, busulfan, dacarbazine, 6-mercaptopurine, 6-thioguanine, dacarbazine, 
actinomycin D, gemtuzumab, melphalan, oxaliplatin, cytarabine, and uratan [21].
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2.4 After immune drug treatment

Recent reports say that SOS is associated with the use of immunosuppres-
sive drugs [22]. As in the case of treatment with immunosuppressive agents 
after orthotopic liver transplantation, immune dysregulation is a direct cause of 
induction of SOS. Thus the indications for immunosuppressive agents, includ-
ing azathioprine, also seem to be risk factors for SOS. This makes it difficult for 
researchers to establish the relationship between SOS and immunosuppression. 
Researchers believe that immune-related injury-induced damage is related to the 
pathogenesis of these rare lesions.

3. Pathological mechanism

The hepatic sinusoids are small vessels that constitute the hepatic microcircula-
tion and are composed of hepatic sinusoidal endothelial cells (SEC) while being 
restricted by hepatic stellate cells. Therefore, the permeability of hepatic sinusoids 
is large, which facilitates the exchange of substances between hepatocytes and 
blood flow. When SOS occurs sinusoidal endothelial cells are damaged and shed, 
then migrate to the central veins of the hepatic lobules, leading to the formation of 
centripetal non-thrombotic obstruction of the hepatic sinusoids and central veins. 
Subsequently, coupled with the accumulation of erythrocytes and non-cellular 
debris, the formation of thrombus is another important factor that disrupts hepatic 
microcirculation and increases hepatic vascular resistance. A cascade of actions 
and interactions, as well as activation of exo-clotting factors, oxidative stress, and 
altered vascular permeability, all contributes to varying degrees to the obstruc-
tion of normal blood flow and increased venous resistance. This ultimately leads 
to portal hypertension, hepatic dysfunction and ascites retention [23] (Figure 1). 
Damage to SEC is manifested by intracellular glutathione depletion, decreased 
nitric oxide, and increased expression of matrix metalloproteinase (MMP) and vas-
cular endothelial growth factor (VEGF). In addition to this, cytokines secreted by 

Figure 1. 
Snusoidal obstruction syndrome (SOS) pathogenesis. Damage to the endothelial cells of the hepatic sinusoids 
due to HSCT or PA, etc. → blockage of the hepatic sinusoidal outflow tract → damage to the endothelial cells 
of the small and central hepatic veins → portal hypertension.
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the damaged SEC lead to a weakened mucosal barrier between cells. This promotes 
the escape of erythrocytes, leukocytes, and platelets between hepatocytes and 
hepatic sinusoidal SEC, contributing to the initiation of inflammatory processes 
and thrombus formation [24, 25].

In HSCT-SOS, patients receiving high doses of toxic drugs (e.g., cyclophospha-
mide and leucovorin) during treatment are the cause of initial endothelial cell injury, 
which can lead to SOS, graft-versus-host disease (GVHD), capillary leak syndrome, 
implantation syndrome, and diffuse alveolar hemorrhage [26, 27]. In PA-SOS, the 
typical pathological changes are swelling, injury, and detachment of SEC in zone III 
of the hepatic acinus. The predominance of lesions in zone III of the hepatic acinus in 
PA-SOS is due to the abundance of CYP3A and the relative lack of glutathione (GSH) 
in this region. By constructing an animal model, Deleve et al. found that early dam-
age to the endothelium of the hepatic sinusoids and central veins occurred before the 
development of veno-occlusive lesions, and that coagulative necrosis of hepatocytes 
occurred later than endothelial damage [3]. Besides, Harb et al. found that bone mar-
row progenitor cells were able to replace endothelial cells and thus repair the injury, 
while monocrotaline was able to inhibit endothelial progenitor cells in the bone 
marrow and circulation [28]. Therefore, PA damage to bone marrow progenitor cells 
and thus inhibition of endothelial cell repair may be another important pathogenetic 
mechanism. When SOS occurs, the hepatic sinusoidal stasis and dilatation; hepatic 
cord compression and atrophy; hepatocyte degeneration and necrosis; and central 
small vein occlusion and fibrosis are seen under light microscopy [29].

4. Clinical presentation

The main symptoms of SOS are non-specific: with or without ascites, pain, 
hepatomegaly, and jaundice. Clinical manifestations range from very few symptoms 
to multi-organ failure leading to patient death. The clinical manifestations of HSCT-
SOS and PA-SOS differ in several aspects.

HSCT-SOS usually presents with abdominal distention, hepatomegaly, pain in 
the liver area, ascites, jaundice, loss of appetite, and weakness [30]. HSCT-SOS has 
a rapid onset, usually occurring within 21 d after bone marrow transplantation. 
And the proportion of seriously ill patients and mortality is high, most of them die 
from multi-organ dysfunction syndrome and sepsis [11]. A European multicenter 
study [6] graded SOS according to the severity of the disease: mild (about 8%) 
is self-limiting and recovers without special treatment; moderate (about 64%) 
recovers with aggressive treatment, and severe (about 28%) often leads to death 
because of progression, or no improvement after 100 d of treatment. In 2016, the 
European Society for Blood and Marrow Transplantation updated the HSCT-SOS 
scale, as shown in Table 1 [26]. Due to the marked differences in incidence, genetic 
susceptibility, clinical presentation, prevention, treatment, and outcome between 
age groups, the European Society for Blood and Marrow Transplantation proposed 
new criteria specifically for SOS/VOD in children in 2018, as shown in Table 2 [31].

PA-SOS mainly presents with abdominal distention and ascites [32], only about 
half of the patients present with hepatomegaly or jaundice, and a few patients have 
hepatoceles [33]. Most patients with PA-SOS have insignificant elevations in serum 
alanine aminotransferase, serum aspartate aminotransferase, alkaline phosphatase, 
γ-glutamyl transferase, and total bilirubin levels. PA-SOS occurs after a variable 
incubation period, which is usually about 30 d after drug administration and maybe 
up to several years. It can develop in both children and adults. In addition, PA-SOS 
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Mild Moderate Sever Very sever

-MOD/MOF

Time since first 

clinical symptoms of 

SOS/VOD

>7 Days 5–7 Days ⩽4 Days Any time

Bilirubin (mg/dL)

Bilirubin (μmol/L)

⩾2 and < 3

⩾34 and < 51

⩾3 and < 5

⩾51 and < 85

⩾5 and < 8

⩾85 and < 136

⩾8

⩾136

Bilirubin kinetics Doubling 

within 48 h

Transaminases ⩽2 × normal >2 and 

⩽5 × normal

45 and 

⩽8 × normal

48 × Normal

Weight increase < 5% ⩾5% and < 10% ⩾5% and < 10% ⩾10%

Renal function 

(baseline at 

transplant)

<1.2 ⩾ 1.2 and < 1.5 ⩾1.5 and < 2 ⩾2 or others signs 

of MOD/MOF

EBMT, European society for Blood and Marrow Transplantation; MDO, multi-organ dysfunction; MOF, multi-organ 
failure; SOS, sinusoidal obstruction syndrome; VOD, veno-occlusive disease.

Table 1. 
New EBMT criteria for severity grading of a suspected SOS/VOD in adults.

Mild Moderate Sever Very sever

-MOD/MOF

LFT (ALT, AST, 

GLDH)

⩽2 × normal >2 and 

⩽5 × normal

>5

Persistent RT < 3 days 3–7 days > 7 days

Bilirubin (mg/dL)

Bilirubin (μmol/L)

< 2

< 34

⩾ 2

⩾ 34

Ascites Minimal Moderate Necessity for paracentesis (external 

drainage)

Bilirubin kinetics Doubling within 48 h

Coagulation Normal Normal Impaired 

coagulation

Impaired coagulation 

with need for 

replacement of 

coagulation factors

Renal function 

GFR (mL/min)

89–60 59–30 29–15 <15(renal failure)

Pulmonary 

function (oxygen 

requirement)

< 2 L/min < 2 L/min Invasive pulmonary ventilation (including 

CPAP)

CNS Normal Normal Normal New onset cognitive 

impairment

EBMT, European society for Blood and Marrow Transplantation; ALT, alanine transaminase; AST, aspartate 
transaminase; CNS, central nervous system; CPAP, continuous positive airway pressure; CTCAE, Common 
Terminology Criteria for Adverse Events; GFR, glomerular filtration rate; GLDH, glutamate dehydrogenase; LFT, 
liver function test; MOD/MOF, multi-organ dysfunction/multi-organ failure; RT, refractory thrombocytopenia; 
SOS/VOD, sinusoidal obstruction syndrome/veno-occlusive disease.

Table 2. 
EBMT criteria for grading the severity of suspected hepatic SOS/VOD in children.
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has a lower rate of severe disease than HSCT-SOS [34, 35], and mortality is gener-
ally around 40%, with most deaths due to progressive liver failure and infection 
[36, 37]. Since PA-SOS is associated with extensive fibrosis in the central region 
of the lobules and histological examination shows venous-centered cirrhosis, it is 
difficult to distinguish from other causes of chronic lesions of cirrhosis.

5. Diagnosis

5.1 Symptoms and signs

Pain in the liver area, hepatomegaly, jaundice, ascites, and significant weight 
gain in a short period are more common.

5.2 Pathology

The biopsy is the gold standard for confirming the diagnosis of SOS. Liver 
histology is characterized by bruising of the liver tissue, dilatation of the hepatic 
sinusoids, swelling and damage to the endothelial cells of the hepatic sinusoids, 
and shedding. In particular, the thickening, fibrosis, luminal narrowing, and even 
occlusion of small hepatic veins are typical of the disease. However, hepatic stasis 
and swelling are associated with a high risk of puncture and can be falsely negative 
due to heterogeneous intrahepatic lesions.

5.3 Laboratory tests

Serum total bilirubin (TBil) or other liver functions (alanine aminotransferase, 
aspartate aminotransferase, total bile acids, and albumin).

5.4 Radiographic examinations

Ultrasonography shows a thin inner diameter of the hepatic vein (< 5 mm) with 
a smooth lining and luminal patency and a slowed flow velocity in the hepatic vein 
(< 20 cm/s). This is different from hepatic vein stenosis (Bard-Chiari syndrome). 
Also, the hepatic sinusoids and small venous lesions are not uniformly distributed 
within the liver in patients with SOS. As a result, areas of tissue bruising and 
necrosis may be distributed in a map-like fashion and appear on ultrasound images 
as heterogeneous intrahepatic echogenicity. Enhanced CT or MRI of the abdomen 
has diagnostic value, shows that the contrast in the portal and delayed phases is 
obstructed at the end of the portal branches and fails to enter the hepatic lobe 
segmental veins, resulting in unrepresented hepatic veins.

5.5 Hepatic venous pressure gradient measurement

The difference between free hepatic venous pressure and wedge pressure is the 
“hepatic venous pressure gradient (HVPG), measured by puncture of the internal 
jugular or femoral vein. When HVPG >5 mmHg, it indicates the presence of portal 
hypertension in cirrhosis. When HVPG >10 mmHg, the diagnostic specificity of 
SOS is 91%, and the chance of esophagogastric variceal bleeding and seroperito-
neum will be greatly increased. The internationally recognized diagnostic criteria 
for HSCT-SOS are Seattle criteria, Baltimore criteria [38], and pediatric criteria 
[31], and PA-SOS diagnosis is mainly based on Nanjing criteria [13]. Several 
accepted diagnostic criteria are listed in Table 3.
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HSCT—SOS PA—SOS

Seattle criteria Baltimore criteria criteria for children Nanjing criteria

2 of the following 3 items 

within 20 d after bone 

marrow HSCT:

• Serum TBil ≥34.2 

umol/L;

• Hepatomegaly or pain in 

the liver area;

• Ascites or weight gain 

exceeding 2% of the 

original.

Serum TBil ≥34.2 pmo/L and within 

21 d after bone marrow HSCT, 2 of 

the following 3 items were present 

simultaneously:

• Hepatomegaly with hepatic pain;

• Weight gain more than 5% of the 

original;

• Ascites.

The presence of two or more of the 

followinga:

• Onexplained consumptive and transfusion-

refractory thrombocytopeniab;

• Otherwise unexplained weight gain on 

three consecutive days despite the use 

of diuretics or a weight gain 45% above 

baseline value;

• Hepatomegaly (best if confirmed by imag-

ing) above baseline value;

• Ascites (best if confirmed by imaging) 

above baseline value;

• Rising bilirubin from a baseline value on 

3 consecutive days or bilirubin ⩾2 mg/dL 

within 72 h.

Have a clear history of PA-containing plant consumption, while 

excluding other known causes of liver injury, and present with 

3 of the following or confirmed by pathology:

• Abdominal distention and/or pain in the liver region, 

hepatomegaly and ascites;

• Elevated serum TBil or other liver function abnormalities;

• Typical enhanced CT or MRI presentation.

The diagnosis was confirmed by pathology with the following 

typical pathological findings: swelling, damage, and loss of 

endothelial cells in the hepatic sinusoids of zone III of the 

hepatic acinus, and significant dilatation and congestion of the 

hepatic sinusoids.

SOS, sinusoidal obstruction syndrome; HSCT-SOS, hematopoietic stem cell transplantation-induced SOS; PA-SOS, pyrrolidine alkaloids-induced SOS; CT, computed tomography; MIR, magnetic resonance 
imaging.

Table 3. 
Diagnostic criteria for hepatic SOS.
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6. Treatment

The principles of treatment for SOS include discontinuing the use of plants 
containing PA in suspected patients and starting symptomatic and supportive 
treatment as soon as possible.

6.1 symptomatic and supportive treatment

Symptomatic and supportive treatment is particularly important for patients 
in the acute or subacute phase, including hepatoprotection, diuresis, nutritional 
support, protein and vitamin supplementation, and improvement of microcircula-
tion. Oral furosemide and spironolactone are preferred as diuretics. If ascites are 
severe and not responding to pharmacological therapy, peritoneal drainage may be 
considered. For patients with fluid retention and severe renal failure, hemodialysis 
or hemofiltration should be performed. Patients with multiple organ failures should 
be admitted to the intensive care unit. In most patients, symptomatic and support-
ive treatment can reduce water-sodium retention, repair damaged hepatocytes, and 
promote recovery of liver function, but it cannot significantly reverse pathophysi-
ological changes and needs to be combined with other treatments together [39].

6.2 Anticoagulant therapy

For patients in the acute or subacute phase, anticoagulation should be started as 
early as possible unless there are contraindications (including severe bleeding or bleed-
ing tendency). The preferred choice is low-molecular-weight heparin at the recom-
mended dose of 100 IU/kg, administered subcutaneously every 12 hours. In China, 
the cure rate of patients with PA-SOS treated with low-molecular heparin in the past 
was up to 70.7–88.9% [40–43]. Monitoring is not required in most patients because 
of the low side effects of low molecular heparin, but it should be used with caution in 
patients with renal failure. Oral warfarin, the oral anticoagulant of choice for long-
term treatment, can also be administered. Its efficacy is evaluated by monitoring the 
international standardized ratio of prothrombin time (recommended 2.0 to 3.0). 
However, warfarin therapy has a narrow dose range, a wide variation in individual 
response, and a vulnerability to various food and drug interactions for efficacy. An 
imageological should be performed after 2 weeks of anticoagulation therapy, and 
clinical manifestations and liver function should be evaluated. If treatment is effective, 
anticoagulation therapy can be continued for up to 3 months. Conversely, if it is inef-
fective, treatment should be discontinued and alternative therapies may be considered.

6.3 Glucocorticoid

High-dose hormone therapy may be efficacious for HSCT-SOS, but the risk of 
infection is a concern and the level of evidence is low. The efficacy of glucocorticoid 
therapy for PA-SOS is also controversial [12, 44–46].

6.4 Defibrotide

Defibrotide (DF) is an effective drug for the prevention and treatment of 
HSCT-SOS and can be used to treat severe HSCT-HSOS [12]. DF has anti-ischemic, 
anti-inflammatory, anti-thrombotic, and thrombolytic activities as well as protect-
ing the small vessel endothelium and inhibiting fibrin deposition. The mechanism 
may be the protection of endothelial cells and the maintenance of thrombus-fibri-
nolytic balance. However, the effectiveness of DF has not been tested in PA-SOS 
because its use for the treatment of SOS has not yet been approved in China.
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6.5 Interventional therapy

Transjugular intrahepatic portosystemic shunt (TIPS) can be performed when 
medical treatment is ineffective. TIPS is effective in reducing portal pressure, 
improving clinical symptoms (ascites, hepatic distension, etc.), and preventing 
esophagogastric variceal hemorrhage [47]. TIPS is effective in patients with PA-SOS 
who have failed symptomatic treatment and require management of ascites and 
portal hypertension [48]. However, TIPS for acute HSCT-SOS has had variable 
results in one case report, with 5 of 10 patients dying after 10 days of TIPS place-
ment, but the other 5 patients recovering significantly [49]. We need a longer 
follow-up to determine whether TIPS improves patient prognosis.

6.6 Liver transplantation

Liver transplantation is an effective treatment for various end-stage liver diseases, 
and it can be considered in patients with liver failure who have failed after the above 
treatments. Liver transplantation has been reported to improve the prognosis of 
patients with HSCT-SOS, but there are fewer reports on PA-SOS [38].

6.7 Other

Antithrombin III [50], recombinant human soluble thrombomodulin [51], 
N-acetyl-L-cysteine [52], and recombinant human tissue-plasminogen activator 
(t-PA) [53] have also been studied and reported for the treatment of HSCT-SOS. 
However, the efficacy of these drugs is unknown, and they lack evidence in the 
treatment of PA-SOS.

Prognosis: The overall morbidity and mortality rate is 20% to 50%. Mild patients 
heal better; most moderate patients can improve after symptomatic management 
and other treatments, and the morbidity and mortality rate is about 25%; severe 
patients are often complicated by multi-organ failure and have a morbidity and 
mortality rate of more than 90% despite active treatment [54].

7. Conclusion

In conclusion, there is no specific treatment for SOS and the prognosis of 
patients is poor, and only liver transplantation can prolong the survival time of 
patients with advanced disease. Therefore, the emphasis is on prevention, including 
pretreatment of transplantation and early treatment of underlying blood disorders 
to decrease the incidence and severity of HSCT-SOS, and increasing awareness of 
Chinese herbs such as Tusanqi to avoid accidental ingestion to reduce the incidence 
of PA-SOS. Besides, early diagnosis and assessment of patient risk through biomark-
ers is an effective tool for disease prevention and management [55].

Acknowledgements

This work was financially supported by Hunan Provincial Natural Science 
Foundation of China (Grant No. 2020JJ4421 and 2019JJ80020 and 2019JJ40180).

Conflict of interest

The authors declare no conflict of interest.



Portal Hypertension - Recent Advances

10

Author details

Yanxia Fei, Yanhua Peng, Huiping Sun, Shuangfa Zou and Jinfeng Yang*
Hunan Cancer Hospital, The Affiliated Cancer Hospital of Xiangya School of 
Medicine, Central South University, Changsha, Hunan, China

*Address all correspondence to: yangjinfeng@hnca.org.cn

© 2021 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms 
of the Creative Commons Attribution License (http://creativecommons.org/licenses/
by/3.0), which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited. 



11

Sinusoidal Obstruction Syndrome
DOI: http://dx.doi.org/10.5772/intechopen.96370

[1] Lédinghen V de, Villate A, 
Robin M, et al. Sinusoidal obstruction 
syndrome[J]. Clinics and research 
in hepatology and gastroenterology, 
2020, 44(4):480-485. DOI: 10.1016/j.
clinre.2020.03.019.

[2] Hill K R, Rhodes K, Stafford J L, 
et al. Serous hepatosis: a pathogenesis 
of hepatic fibrosis in Jamaican 
children[J]. British medical journal, 
1953, 1(4802):117-122. DOI: 10.1136/
bmj.1.4802.117.

[3] Bras G, Jelliffe D B, Stuart K L. 
Veno-occlusive disease of liver with 
nonportal type of cirrhosis, occurring 
in Jamaica[J]. A.M.A. archives of 
pathology, 1954, 57(4):285-300.

[4] DeLeve L D, McCuskey R S, Wang X, 
et al. Characterization of a reproducible 
rat model of hepatic veno-occlusive 
disease[J]. Hepatology (Baltimore, 
Md.), 1999, 29(6):1779-1791. DOI: 
10.1002/hep.510290615.

[5] DeLeve L D, Shulman H M, 
McDonald G B. Toxic injury to hepatic 
sinusoids: sinusoidal obstruction 
syndrome (veno-occlusive disease)
[J]. Seminars in liver disease, 2002, 
22(1):27-42. DOI: 10.1055/s-2002-23204.

[6] Carreras E, Bertz H, Arcese W,  
et al. Incidence and outcome of hepatic 
veno-occlusive disease after blood or 
marrow transplantation: a prospective 
cohort study of the European Group 
for Blood and Marrow Transplantation. 
European Group for Blood and Marrow 
Transplantation Chronic Leukemia 
Working Party[J]. Blood, 1998, 
92(10):3599-3604.

[7] Corbacioglu S, Cesaro S, Faraci M, 
et al. Defibrotide for prophylaxis of 
hepatic veno-occlusive disease in 
paediatric haemopoietic stem-cell 
transplantation: an open-label, phase 3,  
randomised controlled trial[J]. The 

Lancet, 2012, 379(9823):1301-1309. 
DOI: 10.1016/S0140-6736(11)61938-7.

[8] Barker C C, Butzner J D, Anderson 
R A, et al. Incidence, survival and 
risk factors for the development of 
veno-occlusive disease in pediatric 
hematopoietic stem cell transplant 
recipients[J]. Bone marrow 
transplantation, 2003, 32(1):79-87. DOI: 
10.1038/sj.bmt.1704069.

[9] Cesaro S, Pillon M, Talenti E, et al. 
A prospective survey on incidence, 
risk factors and therapy of hepatic 
veno-occlusive disease in children 
after hematopoietic stem cell 
transplantation[J]. Haematologica, 
2005, 90(10):1396-1404.

[10] Zhuge Y, Liu Y, Xie W, et al. 
Expert consensus on the clinical 
management of pyrrolizidine 
alkaloid-induced hepatic sinusoidal 
obstruction syndrome[J]. Journal of 
gastroenterology and hepatology, 2019, 
34(4):634-642. DOI: 10.1111/jgh.14612.

[11] Coppell J A, Richardson P 
G, Soiffer R, et al. Hepatic veno-
occlusive disease following stem cell 
transplantation: incidence, clinical 
course, and outcome[J]. Biology of 
blood and marrow transplantation: 
journal of the American Society for 
Blood and Marrow Transplantation, 
2010, 16(2):157-168. DOI: 10.1016/j.
bbmt.2009.08.024.

[12] Dignan F L, Wynn R F, Hadzic N,  
et al. BCSH/BSBMT guideline: diagnosis 
and management of veno-occlusive 
disease (sinusoidal obstruction 
syndrome) following haematopoietic 
stem cell transplantation[J]. British 
journal of haematology, 2013, 
163(4):444-457. DOI: 10.1111/bjh.12558.

[13] Cooperative Group for Hepatic 
and Gall Diseases, Chinese Society of 
Gastroenterology, Chinese Medical 

References



Portal Hypertension - Recent Advances

12

Association. Expert consensus on 
diagnosis and treatment of quinazoline 
alkaloids-related sinusoidal obstruction 
syndrome (2017 Nanjing) [J]. J Clin 
Hepatol, 2017, 33(9): 1627-1637.  
(in Chinese)

[14] Bonifazi F, Barbato F, Ravaioli F, et 
al. Diagnosis and Treatment of VOD/
SOS After Allogeneic Hematopoietic 
Stem Cell Transplantation[J]. Frontiers 
in immunology, 2020, 11:489. DOI: 
10.3389/fimmu.2020.00489.

[15] Devarbhavi H, Singh R, Patil M, 
et al. Outcome and determinants of 
mortality in 269 patients with 
combination anti-tuberculosis 
drug-induced liver injury[J]. 
Journal of gastroenterology and 
hepatology, 2013, 28(1):161-167. DOI: 
10.1111/j.1440-1746.2012.07279.x.

[16] Kim J, Jung Y. Radiation-induced 
liver disease: current understanding 
and future perspectives[J]. 
Experimental & molecular medicine, 
2017, 49(7): e359. DOI: 10.1038/
emm.2017.85.

[17] Prakash A S, Pereira T N, Reilly 
P E, et al. Pyrrolizidine alkaloids in 
human diet[J]. Mutation research, 
1999, 443(1-2):53-67. DOI: 10.1016/
s1383-5742(99)00010-1.

[18] Wang X, Qi X, Guo X. Tusanqi-
Related Sinusoidal Obstruction 
Syndrome in China: A Systematic 
Review of the Literatures[J]. Medicine, 
2015, 94(23): e942. DOI: 10.1097/
MD.0000000000000942.

[19] Hou J G. Veno-occlusive disease of 
the liver with report of 2 cases (author's 
transl)[J]. Zhonghua nei ke za zhi, 
1980, 19(3):187-191.

[20] Yang M, Ruan J, Gao H, et al. 
First evidence of pyrrolizidine 
alkaloid N-oxide-induced hepatic 
sinusoidal obstruction syndrome in 
humans[J]. Archives of toxicology, 

2017, 91(12):3913-3925. DOI: 10.1007/
s00204-017-2013-y.

[21] Fulgenzi A, Ferrero M E. 
Defibrotide in the treatment of hepatic 
veno-occlusive disease[J]. Hepatic 
medicine: evidence and research, 2016, 
8:105-113. DOI: 10.2147/HMER.S79243.

[22] Kiel P J, Vargo C A, Patel G 
P, et al. Possible correlation of 
sirolimus plasma concentration 
with sinusoidal obstructive 
syndrome of the liver in patients 
undergoing myeloablative allogeneic 
hematopoietic cell transplantation[J]. 
Pharmacotherapy,2012, 32(5):441-445.
DOI: 10.1002/j.1875-9114.2012.01034.x.

[23] Valla D-C, Cazals-Hatem D. 
Sinusoidal obstruction syndrome[J]. 
Clinics and research in hepatology and 
gastroenterology, 2016, 40(4):378-385. 
DOI: 10.1016/j.clinre.2016.01.006.

[24] Eissner G, Multhoff G, Holler E. 
Influence of bacterial endotoxin on 
the allogenicity of human endothelial 
cells[J]. Bone marrow transplantation, 
1998, 21(12):1286-1288. DOI: 10.1038/
sj.bmt.1701264.

[25] Palomo M, Diaz-Ricart M, Carbo C, 
et al. Endothelial dysfunction after 
hematopoietic stem cell transplantation: 
role of the conditioning regimen and 
the type of transplantation[J]. Biology 
of blood and marrow transplantation: 
journal of the American Society for 
Blood and Marrow Transplantation, 
2010, 16(7):985-993. DOI: 10.1016/j.
bbmt.2010.02.008.

[26] Mohty M, Malard F, Abecassis M, 
et al. Revised diagnosis and severity 
criteria for sinusoidal obstruction 
syndrome/veno-occlusive disease in 
adult patients: a new classification 
from the European Society for Blood 
and Marrow Transplantation[J]. 
Bone marrow transplantation, 
2016, 51(7):906-912. DOI: 10.1038/
bmt.2016.130.



13

Sinusoidal Obstruction Syndrome
DOI: http://dx.doi.org/10.5772/intechopen.96370

[27] DeLeve L D. Cellular target of 
cyclophosphamide toxicity in the 
murine liver: role of glutathione and site 
of metabolic activation[J]. Hepatology 
(Baltimore, Md.), 1996, 24(4):830-837. 
DOI: 10.1002/hep.510240414.

[28] Harb R, Xie G, Lutzko C, et al. 
Bone marrow progenitor cells repair 
rat hepatic sinusoidal endothelial cells 
after liver injury[J]. Gastroenterology, 
2009, 137(2):704-712. DOI: 10.1053/j.
gastro.2009.05.009.

[29] Zhang F, Zhou Y, Yang X, et 
al. Gynura Rhizoma containing 
pyrrolizidine alkaloids induces 
the hepatic sinusoidal obstruction 
syndrome in mice via upregulating 
fibrosis-related factors[J]. Acta 
pharmacologica Sinica, 2019, 40(6):781-
789. DOI: 10.1038/s41401-018-0155-y.

[30] Dalle J-H, Giralt S A. Hepatic Veno-
Occlusive Disease after Hematopoietic 
Stem Cell Transplantation: Risk Factors 
and Stratification, Prophylaxis, and 
Treatment[J]. Biology of blood and 
marrow transplantation: journal of the 
American Society for Blood and Marrow 
Transplantation, 2016, 22(3):400-409. 
DOI: 10.1016/j.bbmt.2015.09.024.

[31] Corbacioglu S, Carreras E, 
Ansari M, et al. Diagnosis and severity 
criteria for sinusoidal obstruction 
syndrome/veno-occlusive disease in 
pediatric patients: a new classification 
from the European society for blood 
and marrow transplantation[J]. 
Bone marrow transplantation, 
2018, 53(2):138-145. DOI: 10.1038/
bmt.2017.161.

[32] Wang Y, Qiao D, Li Y, et al. Risk 
factors for hepatic veno-occlusive 
disease caused by Gynura segetum: 
a retrospective study[J]. BMC 
gastroenterology, 2018, 18(1):156. DOI: 
10.1186/s12876-018-0879-7.

[33] Ren XF, Zhuge YZ, Chen SY. 
Hepatobiliary Cooperative Group of 

Chinese Society of Gastroenterology. 
Gynura segetum-related hepatic 
sinusoidal obstruction syndrome: a 
national multicenter clinical study[J]. 
Zhonghua Xiaohua Zazhi, 2017, 37:523-
529. (in Chinese)

[34] Chao N. How I treat sinusoidal 
obstruction syndrome[J]. Blood, 2014, 
123(26):4023-4026. DOI: 10.1182/
blood-2014-03-551630.

[35] Kalayoglu-Besisik S, Yenerel M 
N, Caliskan Y, et al. Time-related 
changes in the incidence, severity, 
and clinical outcome of hepatic veno-
occlusive disease in hematopoietic 
stem cell transplantation patients 
during the past 10 years[J]. 
Transplantation proceedings, 2005, 
37(5):2285-2289. DOI: 10.1016/j.
transproceed.2005.03.025.

[36] Carreras E. How I manage 
sinusoidal obstruction syndrome after 
haematopoietic cell transplantation[J]. 
British journal of haematology, 
2015, 168(4):481-491. DOI: 10.1111/
bjh.13215.

[37] Zhou C-Z, Wang R-F, Lv W-F, 
et al. Transjugular intrahepatic 
portosystemic shunt for pyrrolizidine 
alkaloid-related hepatic sinusoidal 
obstruction syndrome[J]. World journal 
of gastroenterology, 2020, 26(24):3472-
3483. DOI: 10.3748/wjg.v26.i24.3472.

[38] DeLeve L D, Valla D-C, Garcia- 
Tsao G. Vascular disorders of the 
liver[J]. Hepatology (Baltimore, Md.), 
2009, 49(5):1729-1764. DOI: 10.1002/
hep.22772.

[39] Wu X-j, Zhang K, Yu M-y,  
et al. Clinical analysis of four cases of 
hepatic veno-occlusive disease caused 
by Gynura segetum (Lour.) Merr[J]. 
Zhonghua Ganzangbing Zazhi, 2007, 
15(2):151-153.

[40] Zhu WL, Chen SH, Chen WX et al. 
Clinical analysis of 50 cases of hepatic 



Portal Hypertension - Recent Advances

14

veno-occlusive disease. Chin. J. Dig. 
2012, 32: 620-624. (in Chinese)

[41] Chen S, Li CL, Gao YY. The 
diagnostic value of Doppler ultrasound 
in hepatic veno-occlusive disease. Chin. 
Med. Radio. 2010, 18: 154-156.  
(in Chinese)

[42] Xu XJ, Chen HT, Shan GD. 
Analysis of clinical practice in hepatic 
sinusoidal obstruction disease induced 
by Tusanqi. Chin. J. Crit. Care Med. 
(Electronic Edition) 2010, 03: 178-80. 
(in Chinese)

[43] Song Y, Fan YH. Clinical features of 
hepatic veno-occlusive disease induced 
by gynura root: analysis of 102 cases. 
J. Clin. Hepatol. 2011, 27: 496-499.  
(in Chinese)

[44] Zhu H, Chu Y, Huo J, et al. Effect 
of prednisone on transforming growth 
factor-β1, connective tissue growth 
factor, nuclear factor-κBp65 and tumor 
necrosis factor-α expression in a murine 
model of hepatic sinusoidal obstruction 
syndrome induced by Gynura 
segetum[J]. Hepatology research: the 
official journal of the Japan Society of 
Hepatology, 2011, 41(8):795-803. DOI: 
10.1111/j.1872-034X.2011.00830.x.

[45] Zhang YT, Li S, Zhou DH  
et al. Clinical features of sinusoidal 
obstruction syndrome: an analysis of 
35 cases and literature review. J.Clin. 
Hepatol. 2013, 29: 936-939.  
(in Chinese)

[46] Xu JM. A multi-center analysis of 
hepatic veno-occlusive disease in China. 
11th CGC. HangZhou. 2011, 42-4  
(in Chinese)

[47] La Rubia J de, Carral A, Montes H, 
et al. Successful treatment of hepatic 
veno-occlusive disease in a peripheral 
blood progenitor cell transplant 
patient with a transjugular intrahepatic 

portosystemic stent-shunt (TIPS)[J]. 
Haematologica, 1996, 81(6):536-539.

[48] Azoulay D, Castaing D, Lemoine A, 
et al. Transjugular intrahepatic 
portosystemic shunt (TIPS) for 
severe veno-occlusive disease of 
the liver following bone marrow 
transplantation[J]. Bone marrow 
transplantation, 2000, 25(9):987-992. 
DOI: 10.1038/sj.bmt.1702386.

[49] Chen S, Li CL, Gao YY. The 
diagnostic value of Doppler ultrasound 
in hepatic veno-occlusive disease. 
Chin. Med. Radio. 2010, 18: 154-156.  
(in Chinese)

[50] Xu XJ, Chen HT, Shan GD. Analysis 
of clinical practice in hepatic sinusoidal 
obstruction disease induced by Tusanqi. 
Chin. J. Crit. Care Med. (Electronic 
Edition) 2010, 03: 178-80. (in Chinese)

[51] Nakamura D, Yoshimitsu M, 
Kawada H, et al. Recombinant human 
soluble thrombomodulin for the 
treatment of hepatic sinusoidal 
obstructive syndrome post allogeneic 
hematopoietic SCT[J]. Bone marrow 
transplantation, 2012, 47(3):463-464. 
DOI: 10.1038/bmt.2011.103.

[52] Barkholt L, Remberger M, Hassan Z, 
et al. A prospective randomized study 
using N-acetyl-L-cysteine for early liver 
toxicity after allogeneic hematopoietic 
stem cell transplantation[J]. Bone 
marrow transplantation, 2008, 
41(9):785-790. DOI: 10.1038/
sj.bmt.1705969.

[53] Yoon J-H, Min W-S, Kim H-J, et al. 
Experiences of t-PA use in moderate-to-
severe hepatic veno-occlusive disease 
after hematopoietic SCT: is it still 
reasonable to use t-PA?[J]. Bone marrow 
transplantation, 2013, 48(12):1562-
1568. DOI: 10.1038/bmt.2013.101.

[54] Lu Junzhu, Zhan Jun. Research 
progress on sinusoidal obstruction 



15

Sinusoidal Obstruction Syndrome
DOI: http://dx.doi.org/10.5772/intechopen.96370

syndrome caused by drug-induced liver 
injury[J]. New Med, 2017,48(12):833-
838. (in Chinese)

[55] Weischendorff S, Kielsen K, 
Sengeløv H, et al. Associations between 
levels of insulin-like growth factor 1 
and sinusoidal obstruction syndrome 
after allogeneic haematopoietic stem 
cell transplantation[J]. Bone marrow 
transplantation, 2017, 52(6):863-869. 
DOI: 10.1038/bmt.2017.43.


