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SSRIs and bleeding disorders

SSRIs can cause bleeding
disorders

SSRIs are associated with increased risk of
Upper GI bleeding (UGIB)

The selective serotonin re-uptake inhibitors (SSRIs)

The evidence is again conflicting due to the variable objectives

(e.g. fluoxetine, paroxetine, citalopram) have been

and quality of observational studies. There has been wide variance

associated with a variety of bleeding disorders

in the significance of the increased risk of UGIB associated with

and these started to be reported soon after their

SSRIs reported in the literature. A study based on the UK GP

introduction. Reported reactions have ranged

research database suggested a risk similar to that of low dose

from mild spontaneous bleeding such as bruising

ibuprofen (de Abajo, 1999) whereas a retrospective cohort study

and epistaxis to serious conditions including GI

found no evidence of increased risk (Dunn, 2000). A recent case

haemorrhage, genitourinary bleeding, intracranial

control study (Tata, 2005) found that both SSRIs and NSAIDs

haemorrhage

were associated with a two fold increase in the risk of UGIB (OR

and

increased

bleeding

during

surgery.

2.38; 2.08 – 2.72 for SSRIs and 2.15; 2.02 – 2.28 for NSAIDs).
The latter results are similar to the findings of earlier studies

Proposed mechanisms include decreased platelet

which also found that SSRIs were associated with a similar or

serotonin leading to impaired haemostatic function

just marginally lower risk of UGIB compared with NSAIDs (Mort,

and prolonged bleeding time, and an increased

2006).

pre-disposition to bleeding in the presence of
coagulopathy. The true incidence of such bleeding

Whilst at this stage we can’t be sure of the magnitude of the

disorders is unknown as the data are based on

increased risk, the available evidence suggests that SSRI use is

spontaneous reports and observational studies.

associated with an increased risk of UGIB especially in high risk

They appear to be quite rare but vigilance and

patients such as NSAID/aspirin users, those taking anticoagulants,

an appreciation of contributory risk factors are

the elderly and people with a history of GI bleeding (Yuan, 2006;

important in order to prevent potentially serious

Dall 2006; Weinrieb, 2005).

events.
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Increased risk with SSRIs and NSAIDS taken
together

What about other antidepressants?
The

evidence

to

date

suggests

that

Tricyclic

Several studies have investigated the risk of UGIB associated with

Antidpressants (TCAs) are not associated with a

combined use of NSAIDs with SSRIs. Yet again the size of the effect

significant risk of bleeding but they have not been

is the subject of much debate, but most studies and reviews have

studied to the same extent as the SSRIs. Due to its

concluded that the risk of UGIB is increased with concurrent use of

potent serotonergic properties it has been suggested

NSAIDs, including low dose aspirin. (Mort, 2006; Weinrieb, 2005,

that clomipramine may be associated with a similar risk

Dall, 2006). Two studies have in fact reported a multiplicative effect

to SSRIs. There are some reports of bleeding associated

from concomitant NSAID and SSRI use (de Abajo, 1999, Dalton,

with venlafaxine and it is not known if this drug is safer

2003). For example, in the later study the authors found the risk

than SSRIs with respect to bleeding risk.

ratios for SSRIs and NSAIDs were 3.6 and 4.5 respectively but the
combination gave a risk ratio of 12.2 (Dalton, 2003: Table 1).
Studies did not include or were not designed to measure any

Caution also advised with SSRIs and
warfarin

differential effect of Cyclooxygenase-2 inhibitors (Coxibs) so there is
no evidence they are safer than NSAIDs in this context.

Bleeding risk may be increased from this combination
by two mechanisms.

Table 1. Risks of UGIB associated with SSRIs, NSAIDs alone

Firstly, as SSRIs can cause bleeding alone, the

and in combination (Dalton, 2003)

anticoagulant (warfarin) may increase the severity of any
bleeding disorder due to the SSRI. As SSRIs probably
Risk Ratio (95% CI)

cause bleeding by a direct affect on platelets, signs of
increased bleeding may be noticed without a change in

SSRI only

3.6 (2.7 – 4.7)

NSAID only

4.5 (3.9 – 4.2)

SSRI and low dose aspirin

5.2 (3.2 – 8.0)

Secondly, SSRIs have been reported to increase the INR

SSRI and NSAID

12.2 (7.1 – 19.5)

in patients taking warfarin; probably due to inhibition

the INR.

or warfarin metabolism in the liver. Patients should be

SSRIs plus low dose aspirin may also pose an
increased risk
Although the confidence intervals overlap with SSRI alone and NSAID
alone there is an indication (Table 1) that low dose aspirin increases
the risk of UGIB when added to an SSRI. Other studies have shown a
similar effect (de Abajo, 1999).

advised to be extra vigilant for signs of bleeding and
have their INR monitored closely after starting this
combination (Stockley, 2005).
The risk of a serious bleed in patients on an SSRI, NSAID
and warfarin has not been evaluated but the increased
risk is likely to be at least additive. Avoid this combination
unless absolutely essential.
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Pharmaceutical Programme Manager Dave Woods is a graduate of Manchester University (B.Sc. [Hons]) and
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rational use of drugs and quality assurance. He has published on a range of subjects and holds editorial
positions for several international journals.
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