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Simplified anticoagulation cascade showing where the NOACs act  

 











Interpretation 

This meta-analysis is the first to include data for all four new 

oral anticoagulants studied in the pivotal phase 3 clinical trials 

for stroke prevention or systemic embolic events in patients 

with atrial fibrillation.  

New oral anticoagulants had a favourable riskïbenefit 

profile, with significant reductions in stroke, intracranial 

haemorrhage, and mortality, and with similar major 

bleeding as for warfarin, but increased gastrointestinal 

bleeding.  

The relative efficacy and safety of new oral anticoagulants 

was consistent across a wide range of patients.   
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MAJOR BLEEDING IN phase 3 randomized controlled trials comparing a NOAC 

with vitamin K antagonists in patients with atrial fibrillation.  
NOAC indicates New Oral Anticoagulant; QD, once-daily; BID, twice- daily; n, number of patients with 

events; N, the total number of patients in the subgroup; %/yr, event-rate expressed as the number 

New oral anticoagulants in elderly patients 

Best Practice & Research Clinical Haematology 26 (2013) 215ï224 

 



 

FDA Drug Safety Communication: FDA study of Medicare patients finds risks lower for stroke 

and death but higher for gastrointestinal bleeding with Pradaxa (dabigatran) compared to 

warfarin 

This information is in follow-up to the FDA Drug Safety Communication: Update on the risk for 

serious bleeding events with the anticoagulant Pradaxa (dabigatran) that was issued on 

November 2, 2012.  

Safety Announcement  

[05-13-2014] In its ongoing review of the blood thinner Pradaxa (dabigatran), the U.S. Food and 

Drug Administration (FDA) recently completed a new study in Medicare patients comparing 

Pradaxa to the blood thinner warfarin (Coumadin, Jantoven, and generics), for risk of ischemic 

or clot-related stroke, bleeding in the brain, major gastrointestinal (GI) bleeding, myocardial 

infarction (MI), and death.  Pradaxa and warfarin are used to reduce the risk of stroke and blood 

clots in patients with a common type of abnormal heart rhythm called non-valvular atrial 

fibrillation (AF). 

The new study included information from more than 134,000 Medicare patients, 65 years or 

older, and found that among new users of blood-thinning drugs, Pradaxa was associated with a 

lower risk of clot-related strokes, bleeding in the brain, and death, than warfarin. The study also 

found an increased risk of major gastrointestinal bleeding with use of Pradaxa as compared to 

warfarin. The MI risk was similar for the two drugs.  

Importantly, the new study is based on a much larger and older patient population than those 

used in FDAΩs earlier review of post-market data, and employed a more sophisticated analytical 

method to capture and analyze the events of concern. This studyΩs findings, except with regard 

to MI, are consistent with the clinical trial results that provided the basis for PradaxaΩs approval.   

As a result of our latest findings, we still consider Pradaxa to have a favorable benefit to risk 

profile and have made no changes to the current label or recommendations for use.  Patients 

should not stop taking Pradaxa (or warfarin) without first talking with their health care 

professionals.  Stopping the use of blood-thinning medications such as Pradaxa and warfarin can 

increase the risk of stroke and lead to permanent disability and death. Health care professionals 

who prescribe Pradaxa should continue to follow the dosing recommendations in the drug label. 

We urge both health care professionals and patients to report side effects involving Pradaxa or 

warfarin to the FDA MedWatch program, using the information in the άContact FDAέ box at the 

bottom of the page. 
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The new study included information from more than 134,000 Medicare patients, 

65 years or older, and found that among new users of blood-thinning drugs, 

Pradaxa was associated with a lower risk of clot-related strokes, bleeding 

in the brain, and death, than warfarin.  

The study also found an increased risk of major gastrointestinal bleeding 

with use of Pradaxa as compared to warfarin.  

The MI risk was similar for the two drugs.  

Importantly, the new study is based on a much larger and older patient 

population than those used in FDAôs earlier review of post-market data, and 

employed a more sophisticated analytical method to capture and analyze the 

events of concern.  

 





Statistiche del registro danese relative a 

dabigatran 110 mg/bid oppure 150 mg/bid 

(n=4.978) e ad un gruppo di dimensioni 

doppie di pazienti trattati con warfarin.  

Ĉ evidente la equivalenza terapeutica in 

termini di riduzione dellôictus cardioembolico, 

in presenza di un decremento della mortalit¨ 

totale dabigatran versus warfarin [110mg/bid, 

hazard ratio (HR) 0.79; intervallo di 

confidenza al 95% 0.65-0.95; 150mg/bid, HR: 

0.57; intervallo di confidenza al 95% 0.40-

0.80].  

Evidente anche per dabigatran in entrambi i 

dosaggi versus warfarin una minore 

frequenza di sanguinamenti intracranici 

(110mg/bid, HR: 0.24; intervallo di 

confidenza al 95% 0.08-0.56; 150mg/bid, HR 

0.08; intervallo di confidenza al 95% 0.01-

0.40) e di infarti del miocardio (110mg/bid, 

HR 0.30; intervallo di confidenza al 95% 

0.18-0.49; 150mg/bid HR 0.40; 95%CI: 0.21-

0.70).  

I sanguinamenti gastrointestinali erano minori 

per dabigatran 110mg/bid versus warfarin 

(HR 0.60; intervallo di confidenza al 95% 

0.37-0.93) ed analoghi al warfarin per 

dabigatran 150mg/bid (HR 1,12; intervallo di 

confidenza al 95% 0.67-1,83) ed analoghi al 

warfarin per dabigatran 150mg/bid (HR 1,12; 

intervallo di confidenza al 95% 0.67-1,83).  

Per ogni variabile, sopra sono le elaborazioni 

statistiche non aggiustate, sotto quelle 

aggiustate.  

 

Elaborato da Larsen et al JACC 

2013, 61,22:2264-2273  

 





Il registro mondiale Gloria-AF mostra come gli 

anticoagulanti orali diretti si stiano inserendo nella pratica 

clinica e come ancora persista una ñsaccaò di pazienti non 

trattati o trattati con antiaggreganti.  
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Absorption and metabolism of the different new anticoagulant drugs.  

Hein Heidbuchel et al. Europace 2015;europace.euv309 

Published on behalf of the European Society of Cardiology. All rights reserved. © The Author 

2015. For permissions please email: journals.permissions@oup.com. 







LA GESTIONE DELL ôEVENTO 

EMORRAGICO IN 

EMERGENZA URGENZA  



ÅMajor Bleeding ï Bleedingé 

ïwith a fall in hemoglobin of Ó2 g/dL, or  

ïwith transfusion of Ó2 units of PRBC or whole blood, 

or 

ïthat occurs in a critical location, i.e., intracranial, 

intraspinal, intraocular, retroperitoneal, intraarticular 

or pericardial, or 

ïthat causes death 
 

ÅClinically Relevant Non-Major Bleeding ï 

Bleedingé 

ïthat does not meet criteria for major bleeding, and  

ïthat requires any medical or surgical intervention to 

treat the bleeding  

*ISTH ï International Society of Thrombosis and Haemostasis 

ISTH* Bleeding Definitions 



In some recent clinical trials, major bleeding was 

further categorized as: 

LIFE-THREATENING BLEEDING was a 

subcategory of major bleeding that consisted of 

fatal bleeding,  

Åsymptomatic intracranial bleeding,  

Åbleeding with a decrease in the hemoglobin 

level of at least 50 g per liter, or  

Åbleeding requiring transfusion of at least 4 

units of blood or  

Å inotropic agents or  

Ånecessitating surgery 



Stroke  2012; 

43:1511-1517 

All sites of intracranial hemorrhage were less frequent in patients 

assigned to dabigatran compared with warfarin.  

 

It has been hypothesized that warfarin interferes with tissue factor VIIa-

mediated thrombosis that may be especially important for hemostasis 

within the brain, whereas novel oral anticoagulants do not because of 

their more selective mechanisms of action 





6 ore 

Uomo di 76 anni - 2 mesi prima ictus ischemico - assume dabigatran 

150mgx 2 da 9 gg ï emiparesi sin e disartria GCS 12Ą dopo 6 ore GCS 3 



There were 15 and 123 patients admitted with dabigatran 

and warfarin-induced bleeding complications, respectively. 

Of the warfarin patients, 25 charts were randomly chosen for 

extraction.  

Patients with dabigatran- induced bleeding had a shorter 

length of stay (3.5 versus 6.0 days) and were older (77 

versus 70 years).  

Patients receiving dabigatran were more likely to have 

gastrointestinal bleeding (80% versus 48%) and less 

likely to have intracranial bleeding (0% versus 32%) than 

those receiving warfarin.  

Of patients with dabigatran-induced bleeding, 53% 

presented with an acute kidney injury. 

 

Our patients with dabigatran-induced 

bleeding had a more benign clinical course 

with a shorter length of stay compared with 

patients with warfarin-induced bleeding.  

As was the case in previous published reports, 

there were fewer intracranial hemorrhages in 

patients receiving dabigatran than warfarin. 

Sustaining an acute kidney injury 

potentially predisposes patients to bleeding 

while receiving dabigatran 

 





Rohit Kumar et al. A Review of and Recommendations for the Management of Patients With Life-Threatening Dabigatran-Associated Hemorrhage: A 

Single-Center University Hospital Experience. Journal of Intensive Care Medicine 2014 DOI: 10.1177/0885066614527417 


