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Research Questions 

1. What is the clinical effectiveness the use of fondaparinux to treat patients with type II 

heparin-induced thrombocytopenia? 

2. What is the clinical effectiveness the use of direct oral anticoagulants to treat patients 

with type II heparin-induced thrombocytopenia? 

Key Findings 

One systematic review and eight non-randomized studies were identified regarding the 

clinical effectiveness of fondaparinux and/or direct oral anticoagulants to treat patients with 

type II heparin-induced thrombocytopenia. 

Methods 

A limited literature search was conducted on key resources including PubMed, The 

Cochrane Library, University of York Centre for Reviews and Dissemination (CRD) 

databases, Canadian and major international health technology agencies, as well as a 

focused Internet search. Methodological filters were applied to limit retrieval to health 

technology assessments, systematic reviews, meta-analyses, randomized controlled trials 

and non-randomized studies. Where possible, retrieval was limited to the human 

population. The search was also limited to English language documents published between 

Jan 1, 2012 and April 4, 2017. Internet links were provided, where available. 

Selection Criteria 

One reviewer screened citations and selected studies based on the inclusion criteria 

presented in Table 1. 

Table 1: Selection Criteria 

Population Patients with type II heparin-induced thrombocytopenia 

Intervention Q1: Fondaparinux 
Q2: Direct oral anticoagulants (DOACs) 

Comparator Q1-2: No comparator; 
          Any comparator 

Outcomes Q1-2: Clinical effectiveness, safety 

Study Designs Health technology assessments, systematic reviews, meta-analyses, randomized controlled trials, non-
randomized studies 
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Results 

Rapid Response reports are organized so that the higher quality evidence is presented first. 

Therefore, health technology assessment reports, systematic reviews, and meta-analyses 

are presented first. These are followed by randomized controlled trials and non-randomized 

studies.  

One systematic review and eight non-randomized studies were identified regarding the 

clinical effectiveness of fondaparinux and/or direct oral anticoagulants to treat patients with 

type II heparin-induced thrombocytopenia. No relevant health technology assessments or 

randomized controlled studies were identified. 

Additional references of potential interest are provided in the appendix. 

Overall Summary of Findings 

One systematic review
1
 and eight non-randomized studies (NRS)

2-9
 were identified 

regarding the clinical effectiveness of fondaparinux and/or direct oral anticoagulants to treat 

patients with heparin-induced thrombocytopenia (HIT). 

One systematic review
1
 and five NRS

2, 5-6,-9
 reported on the clinical effectiveness regarding 

the use of fondaparinux to treat patients with heparin-induced thrombocytopenia. Results 

from the systematic review
1
indicated  that the majority of cases (86%) improved clinically 

after being treated with fondaparinux. The authors also concluded that the risk of 

thrombosis and bleeding with fondaparinux use in cardiac surgery patients with HIT are low 

and largely comparable to outcomes reported in the literature with other interventions.
1
 The 

authors from one non-randomized study
2
 observed that fondaparinux was similar in efficacy 

and safety when compared to direct thrombin inhibitors for the treatment of suspected HIT. 

In another NRS,
5
 results indicated that fondaparinux may be a safe treatment option for 

patients with a left ventricular assist device who are suspected of HIT. Fondaparinux 

appeared to be a good alternative to heparin in postoperative cardiac surgery patients in 

one NRS,
6
 while another NRS

8
 examined patients with isolated HIT who were treated 

prophylactically with fondaparinux in patients with subarachnoid hemorrhage. The authors 

of another study
8
 did not observe any difference in incidence of new thromboses, incidence 

or hemorrhage, or hospice/death when compared to a control group, but patients who were 

treated with fondaparinux had fewer poor treatment related effects. The authors of another 

identified NRS
9 

observed that fondaparinux was well tolerated and safe as prophylaxis and 

as therapy in patients with acute, suspected, or antecedent HIT. 

Two NRS
3,7

 examined the clinical effectiveness regarding the use of fondaparinux and 

direct oral anticoagulants. The authors from one study
3
observed that fondaparinux had 

similar efficacy and safety as argatroban and danaparoid in patients with suspected HIT. 

The other study
7
 compared fondaparinux with argatroban, lepirudin, and danaparoid , with 

results indicating that the efficacy and safety of fondaparinux for HIT treatment needs to be 

studied further. 

One NRS
4
 reported on the clinical effectiveness regarding the use of direct oral 

anticoagulants to treat patients with type II heparin-induced thrombocytopenia. The authors 

observed that, in patients with HIT, argatroban followed by administration of a new oral 

anticoagulants is safe and effective to prevent of thrombosis and normalize platelet count. 
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It is important to note that most of the studies identified in this report did not specify the 

whether patients had type I or II heparin-induced thrombocytopenia. 
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