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EDITORIAL

Restarting Anticoagulants after a Gastrointestinal Hemorrhage— 
Between Rockall and a Hard Place
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Anticoagulant use to prevent ischemic strokes in pa-
tients with atrial fibrillation (AF) continues to be one 
of the most challenging decisions facing patients 
and their physicians, in large part due to significant 

patient-to-patient variation in both AF-related stroke risk and 
anticoagulant-associated hemorrhage risk. Now, add a layer of 
complexity—.how should one approach anticoagulant use fol-
lowing an adverse event such as an acute upper gastrointestinal 
(GI) hemorrhage? On the one side, the risk of ischemic stroke, 
and on the other, the risk of recurrent bleeding, either of which 
can lead to death or disability. Making this decision requires hu-
mility, clinical acumen, shared decision-making, and data.

Data on this subject are sparse.1,2 Observational studies 
show that patients who restart anticoagulants after GI hem-
orrhage experience fewer ischemic strokes. These studies 
also show that patients who restart anticoagulant therapy are 
healthier than those who do not—in measurable ways and, im-
portantly, in unmeasurable ways. Thus far, observational stud-
ies have not sufficiently dealt with confounding by indication; 
that is, patients who restart anticoagulants are fundamentally 
different than patients who do not.

In this issue of the Journal of Hospital Medicine®, Pappas 
et al. focus on the optimal timing of resuming oral anticoag-
ulation in patients who have sustained acute upper GI bleeds 
while receiving oral anticoagulation for AF.3 They use a micro-
simulation modeling approach to address this question, by 
creating a synthetic population of patients reflective of age, 
gender, and comorbidities in a United States population of 
patients with AF. Using data from epidemiologic studies that 
describe the risk of rebleeding, hemorrhagic complications, 
and ischemic stroke as well as the quality of life associated with 
each of these events, the authors have constructed a decision 
analytic model to determine the optimal day to restart anti-
coagulation. This modeling approach mitigates confounding 
by indication, a limitation of observational studies. They re-
port that the optimal day to restart anticoagulant therapy is 
in the range of 32-51 days. As one would predict, when using 
direct-acting anticoagulants and for patients with high stroke 
risk, the investigators find that restarting therapy earlier is as-
sociated with greater benefit. These findings help to untangle 

a knot of risk and benefits facing patients with AF following an 
acute GI hemorrhage.

Interpreting the results relies on an understanding of the 
strengths and weaknesses of simulation modeling and the data 
used in the analysis. Like any research method, the devil is in the 
details. Stitching together event rates and outcomes from mul-
tiple studies, the results of a simulation model are only as good 
as the studies the model draws from. In particular, assumptions 
regarding the time-dependent decline in rebleeding risk are a 
critical component of determining the optimal time to resume 
anticoagulation. The authors had to make multiple assumptions 
to project the 24-hour risk of rebleeding determined from the 
Rockall score to estimate the risk of rebleeding over the next 
days to months.4 Consequently, the results are likely overly pre-
cise. Practically, 30-50 days or four to eight weeks may better 
reflect the precision of the study findings.

Results on optimal timing of resuming anticoagulation thera-
py are most applicable for patients when the decision to restart 
anticoagulants has already been made. We part ways with the 
authors in their conclusion that these results confirm that anti-
coagulants should be restarted. There are multiple appropriate 
reasons why anticoagulant therapy should not be restarted fol-
lowing an acute upper GI hemorrhage. For example, in obser-
vational studies, patients not restarted on anticoagulant therapy 
were more likely to have a history of falls and to have had severe 
bleeds.1 Furthermore, patients who do not restart therapy are 
more likely to die in follow-up. It is tempting to use this fact to 
support restarting anticoagulants. However, when the causes 
of death are examined, the vast majority of deaths were unre-
lated to thrombosis or hemorrhage.2 Patients with AF are older 
and have multiple comorbidities and life-limiting conditions. 
Accordingly, the results of this study are better used to engage 
patients in shared decision-making and contextualized in the 
broader picture of patients’ health and goals.5

Restarting anticoagulants after a GI hemorrhage is a difficult 
and high-stakes clinical decision. The study by Pappas et al. 
uses a simulation model to advance our understanding about 
the optimal timing to restart anticoagulants. By integrating 
the dynamic risk of ischemic stroke and recurrent hemorrhage 
following GI hemorrhage, they estimate the maximal benefit 
when anticoagulants are restarted between 30 days and 50 
days after hemorrhage. The results of their analysis are best 
used to inform timing among patients where the decision to 
restart anticoagulants has already been made. The analysis 
also provides a useful starting point for shared decision-mak-
ing by highlighting that the optimal net benefit is influenced by 
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patient-to-patient variation in the underlying AF-related stroke 
risk and anticoagulant-associated rebleeding risk.
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