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Extremes of body weight, 
too low or too high
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TOO LOW
BMI < 18 or <50kg

TOO HIGH
BMI > 40

Obesity (BMI ≥ 30 kg/m2): 
from 30.5 to 42.4% 

 Severe obesity (BMI ≥ 40 
kg/m2):  from 4.7 to 9.2%, 
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RE-LY 
2%  with <50 kg

21% higher geometric mean 
concentration 

17% of patients weighed > 117 kg
20% lower geometric mean 

concentration 

ARISTOTLE study 
11% with ≤60 kg

No difference 
efficacy or safety
4% with > 120kg
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ROCKET AF 
14% of patients had a BMI 

≥35 kg/m2 

ENGAGE
10% < 60kg

0.8% BMI < 18.5
15% BMI > 35



BMI of <18.5 kg/m2
Changes in pharmacokinetic 
COMORBIDITIES 

RCT: evidence of increased bleeding risk

Protein binding 

Impaired clearance

Reduced volumes of 
distribution of some 

hydrophilic and 
lipophilic drugs 



Overweith population: the volume of distribution can vary 
significantly, depending in particular on the degree of 
lipophilicity of each specific drug.

Nonlinear increase in drug 
clearance (hepatic and 
renal) with increasing 
weight has been proposed.
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✔ Patients at extremes of body 
weight reported low rates of 
stroke and bleeding events with 
edoxaban within the current 
dosing guidelines. 
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Drug levels: difficult due to lack of published or 

established therapeutic ranges, in particular for the 

factor Xa inhibitors 
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CONCLUSION

✔ All DOACs present a complex challenge in generating robust data regarding efficacy 

and safety, particularly in individuals with extreme variations in body weight

✔ Warfarin is an option? Plasma concentration is feasible? New drugs will be 

safer?

✔ Reducing the modifiable factors: drugs interactions, improve lifestyle.

✔ While this data provides valuable insights, it may not entirely support our 

clinical decision-making. Shared decision-making remains a viable option. 

It's worth noting that extreme weight is not conducive to overall health, and 

efforts in this direction are also warranted.


