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A glimpse in to the case history:-:--

58 year post menopaovusal female
Presented with ¢/0 profuse epistaxis

She had a similar episode [ 2 months back , which
settled with antibiotics and hemostyptics



she had chest pain 2 % years back . €CG, echo and
treadmill - normal

Since chest pain did not subside, CAG was done and foond
to have ectatic coronaries

Patient was started on clopidogrel for the benefit of doubt

Bot patient developed echymotic patches , so cLopido",j

was withdrawn 2



Since pain did not subside, a diagnosis of cardiac neorosis was
made and was referred to psychiatrist

She was started on T.Flopentixol and T. €tizolam (daytime)
and T.Clonazepam at night

Since symptoms did not improve, T.Sodiom Ualproate was
added and was on drogs regolarly for the past | year

Since patient continved to have depressive symptoms, T.
Escitalopram was added



General examination ;
Apart from bleeding from both nostrils, NIL significant.

Uitals ;
PR-86/ min
BP-130/80 mm Hg
RR-[8/min




Systemic €xamination

CUS- first and second heart soonds heard

Nno MOrmor
RS- Bilateral air entry + , normal vesicolar breath soonds
P/A- Soft, no organomegaly

CNS- No focal neorological deficit



ENT opinion

Nil ENT cavses for bleed

CT paranasal sinuses - chronic mild sinousitis ( not
explaining the caovse of bleed)



COMPLETE HEMOGRA(Y)

6500 cells/co.mm



COMPLETE HEMOGRA(Y)

MCU




Coagolation profile

Bleeding time 3 minoutes
Clotting time 3 mins 50 secs
Clot retraction time I3 mins
Prothrombin time 13.32 secs

Control (12.] secs)
INR [

aPTT 28.12 secs
ref ( 22 -35 secs)



Orine

Albomin, glocose

Deposits

Bile salts, bile

pigments
orobilinogen

Acetone

analysis

nil
No pous cells, RBCs,
casts or crystals

nil

normal

negative

'®)
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To discuss the
different cavuses of
epistaxis in this case
and to arrive at a
reasonable diagnhosis




nravelling the mystery



Local cavses
Systemic caovses

Idiopathic cavuses



Local caouses

Traoma

(Mocosal irritation with foreign body, sinus infections
Septal abnormality

Inflammatory diseases

tomoors



Systemic caovses

Blood dyscrasias
Hypertension

Hereditary hemorrhagic telangiectasia



Blood dyscrasias

= age of onset, family history

disorders of platelets - quantitative /
qoualitative

I coagolation disorders



P00 °

SSRIs - impairment of platelet fonction

To be diagnosed with



36 |

SSRIs can cause bleeding
disorders

The selective serotonin re-uptake inhibitors (SSRis)
(e g, fluoxetine, paroxetine, citalopram) hawve been
associated with a wvariety of bleeding disorders
and these started to be reported soon after their
Repoarted
from mild spontaneocus bleeding such as bruising
and epistaxis to serious conditions including Gl

introduction. reactions have ranged

haemorrhage, genitourinary bleeding,. intracranial
haemorrhage and increased bleeding during

SUrgery.

Froposed mechanisms include decreased platelet
serotonin leading to impaired haemostatic function
and prolonged bleeding time, and an increased
pre-disposition to bleading in the presence of
coagulopathy. The true incidence of such bleeding
disorders is unknown as the data are based on
spantaneous reports and observational studies.
They appear to be quite rare but wvigilance and
an appreciation of contributory risk factors are
important in order to prevent potentially serious
events.

best practice | Issue 2

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

The evidence is again conflicting due to the wvariable objectives
and quality of observational studies. Thera has been wide variance
in the significance of the increased risk of LWGIE associated with
S55Rls reported in the literature. A study based on the UK GF
research database suggested a risk similar to that of low dose
ibuprofen (de Abajo, 1999) whereas a retrospective cohort study
found no evidence of increased risk (Dunn, 20000, A recent case
control study (Tata, Z2005) found that both S5Rls and MNSAIDs
were associated with a two fold increase in the risk of UGIEB (OR
2.38; 2.08 - 2.72 for S5Rls and 2.15; 2.02 — 2.28 faor N3AIDs).
The latter results are similar to the findings of earlier studies
which also found that SSRIs were associated with a similar or
just marginally lower risk of UGIE compared with MNSAIDs (Mort,
2008).

Whilst at this stage we camt be sure of the magnitude of the
increased risk, the available evidence suggests that SSR1 use is
associated with an increased risk of UGIB especially in high risk
patients suchas NSAIDVaspirin users, those taking anticoagulants,
the elderlty and people with a history of Gl bleeding (Yuan, 2006;
Crall 2006; Weinrieb, 2005).




The bleeding diathesis that is seen after SSRI administration is linked to a
decrease in platelet function that occurs when serotonin reuptake into
platelets is inhibited. Platelets contain approximately 99% of whole blood
serotonin and release it at sites of vascular injury, causing amplification
of platelet aggregation that is vital to hemostatic thrombus formation!#19,
Cellular serotonin is decreased by more than 80% in subjects given
paroxetine, and the reduction leads to decreased exposure of activation
proteins at the surface of platelets and to impairment of platelet
aggregation, effects that can be measured using flow cytometry and
platelet aggregation techniques'*, These tests are time consuming, not

widely availlable, and require technologists skilled in their use.

The best method to evaluate hemorrhagic events in patients taking SSRIs

has not been determined. The purpose of this study was to compare
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Users of SSRIs face risk of abnormal bleeding

EM.J. 2004 Mow 27: 329747 7): 1258,

The data were collected from the PHARMO database, which contained the
prescription medication histories for more than 850 000 patients in the
Netherlands. To be included in the study, patients had to have been taking
an SSRI for at least 30 davys. To be counted as a case, they had to have
stopped taking the drug for no more than 30 days after experiencing

abnormal bleeding.

The researchers matched prescription data to hospital discharge data and
identified cases as patients admitted to hospital for a primarvy diagnosis of
abnormal bleeding while taking an SSRI. Controls were matched for age
and sex. The cases were further classified according to the degree of
serotonin reuptake inhibition they were exposed to—high. intermediate,
or low, depending on the known potency of the drug they were on. which
was defined as the drug's binding affinity for the serotonin transporter.

The researchers identified 196 cases of abnormal bleeding, which
included uterine bleeding, bleeding in the upper gastrointestinal tract,
cerebral bleeding, haematuria, nose bleeds, haemoptosys, haemarthrosis,
haematoma, and excessive bleeding after surgery. They found that the
risk of admission to hospital from one of these conditions increased with
the use of inhibitors that provided intermediate (odds ratio 1.9, 95%
confidence interval 1.1 to 3.5) and high levels of serotonin reuptake
inhibition (2.6, 1.4 to 4.8).



Selective serotonin reuptake inhikitors (SSREID) meaedications are used in a wide range of psychiatric
disorders, including depression, generalized anxiety disorder, obsessive-compulsive disorder, premenstrual
dvspharic disorder, and other conditions (1), Common side effects of SSRI medications are nausea, lack of
enaergy, Tatigue, decreased libido and sweating.

Gl BELEEDIMG

Studies have documeanted an increased risk of upper Gl bleseding as an adverse side effect of SSRI
medication. There is also an increased risk of upper Gl kleeding with concomitant KNSAID and SSRI1 use.

Abnormal bleeding can hawve lite-threatening implications so that i1 is important to recognize the potential
risks of S5RIs and the potential drug interactions with other medications that affect that risk.

MECHAMNMISMGS

There are several theories of how S5RIs may affect bleaeding. Mormally, platelets release serotonin in
response tao vascular injury which triggers vasoconstriction and platelet aggregation. S5RIs inhikit the
entry of serctonin from blood into platelets, decreasing intraplatelet serotonin stores, and decreasing the

efficiency of platelet-mediated homeostasis (2). S5RIs have also been shown 1o increase gastric acidity,

which increases the risk for ulcers and therefore upper Gl bhleeding (3).

Another possible mechanism is that SSRIs potently inhibit P450 enzyvimes (CYRFE 142, 2048, 324, etac.) that
may inhikit the metabolism and raise blood levels of other drugs (antiplatelet agents, NSAIDs) that are
metabolized by these enzymes (4). This may cause an increased bleeding risk when these drugs are used
in conjunction with SSRIs.




Ja e Meurology | Original Inwvestigation

Association of Selective Serotonin Reuptake Inmnhibito
vivith thhe Risk for Spontaneous Intracranial Hemorrh

Chiristal Renoaus,. D FHD: Sarabh Yahay, MSc; Sophia Dalilaniasllo, PRMSc: leam- Frangois BEocivin, D, Scolr

IMPORTAMCE Selective serctonin reuptake inhibzitors {(SSRIs) may increase the risk for
spontaneous intracranial hemormmhage (ICHD), an effect that is im theory linked to the strength
of inhizition of serctonin reuptake of an antidepressant. Hoveewver, whether antidepressants
that are strong inhibitors of seroctonin reuptake actually increase the risk for ICH and the
effect of conocomiitant use of antithrombotics are unlcnowen.

COBIECTIVES To assess the risle for |1CH associated with the usse of SSRis compared with
tricyclic antidepressant=s (TCASs]) amongs newvw u=sers of antidepressants and acocording to the
relative affinity of the antidepressant for the serotonin transporter anmnd to assess whether
concormitamnt use of antithrombotics modifies this risk.

DESHGMN, SETTIMG, ARND PARTHOIPARMTS This population-based cobhort study imncloded neww users
of antidepressant=s 158 yvears or older from January 1, 1995, to June 30, 207149 PMore than eSO
genaeral practices in the United Kingdom contributing to the Clinical Practice Research
Datalink enrclled patisents. with u=se of a nested case-control approach, each case of a first IC”TH
identified during follow-up was rmatched wwith as many as 20 control individouals by age, sex,
calendar time, and duraticon of follow-up. Followvw-up vwwas completed on Octolber =1, 200704

INTERYWEMTIONS Current use of SSRis compared wwith TCAs and strong compared wwith vwweak
serobtomnin reuptalce inhibitors.

AN SIS TOODOMES ANMD MEASURES Incidence rate ratios {RRs) of HCHL.

RESULTS AamaongeE a cobhort of 1 362 990 incident users of antideppressants (26529 male: 632.2%%
fermale: mean [SD] age, <479 [12.5] wears), 3036 cases of ICH were identified during follow-wu
and matched o 8% 702 controls. Current SSRI use was associated with anm imcreased risk for
ICH (RR, 117 9526 C1, 1.02-1.25) relative to TCASs, highest durimg the first 30 daws of use (R,
1< D525 CI, 1.0=%-1.29%, and translatimng im wery few additional ewvents. Similary, the risk was
iNncreased by 2596 with strongs inhibitcers (R, 1.25; 9524 Cl. 1.01-1.5=) and highest durimgge the
First 20 days of use (R, 1.658; 9526 Cl, O 90-2. 12 ). Concomitant use of anticoagulants may
iNncreasse the rislk substantially (RR. 1.73; 9524 Cl, O.89-Z.39).

COMNCLISIDMNS ARD RELEWVARMCE The use of SSRis andad more generally of antidepressants with
strang imhibition of serotonin reuptake are associated with an increased risk far ITH,

particularhy im the first 20 daws of use and when used concomitantly with oral anticoagsulants. gl'l-ﬁl';z:‘;ﬁf'-_'";
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Table 3. Crude and Adjusted RRs of ICH Associated With a Strong Relative to a Weald Inhibitor of Serotonin
Reuptake®

Mo. (%) of Participants

Cases Controls
Variable (n = 3036) (n = 89 702)°

Crude RR

Adjusted RR (95% CI)*

Inhibitor of serotonin reuptake use
Strong 302 (9.9) 7157 (8.0)
Intermediate 637 (21.00 16587 (18.5)
Weal 135 (4.4) 39127 (4 4)
Duration of use, d
=30
Strong 983 (1.1)
Weak 532 (0.6)
31-90
Strong 1328 (1.%)
Weal 670 (0.7)
=90
Strong 2070 (2.3)
Weak 917 {1.0y

1.22
112
1.00

1.25(1.01-1.54)
1.13(0.93-1.37)

1 [Reference]

1.68 (0.90-3.12)

1 [Reference]

1.14 (D.66-1.97)
1 [Reference]

1.12 (0.72-1.73)

1 [Reference]




mote vasoconstriction and platelet aggregation and therebw
promote hemostasis.®?* Reuptake of serotonin into platelets
involves a serotonin transporter that is blocked by SSRIs,
thus inhibiting serotonin reuptake into platelets.'® This inhi-
bition would in turn reduce the potential for platelet aggrega-
tion and therefore platelet thrombus formation with a subse-
guent increased risk for bleeding. The antiplatelet
mechanisms of the action of SSRIs have been shown in ani-
mals and humans studies as early as 1 or 2 weeks after start-
ing treatment. 12337 aAntidepressants with the highest degree
of serotonin reuptake inhibition have been more freguently
associated with abnormal bleeding and modifications of
hemostasis markers.'”

A few studies assessed the risk for ICH according to the de-
gree of inhibition of serotonin reuptake of antidepressants. In
one study, the definition of exposure (antidepressants used at
least once during follow-up vs no use) might have diluted anv
potential effect.'” The second study reported a 1326 increased

JamMma Neurology February 2017 Volume 74, Number 2




Escitalopram-induced Subconjunctival
Hemorrhage: A Case Report

Rawvi C. Sharma, MD

ABSTRACT

Escitalopram, ane of fhe newar salective sarotonin reuptake infhiibi-
fors (SSKIs). has been Ffound siightlhy mrore effective fhan the ofther
SS5RIs in freating mafor depressive disarder. Although SS5RIs exfiibit
a favorable safely profile, some case reports and studies associate
EERIs withr increased risk of bleeding events. Evidence sugoests
fhat swch bleeding occurs 10 vfnerable individuals., doue fo block-
ade of serctomnin reupiake i plfatelels and swbseguent plalfelfel dys-
function. A case of recurrant aitachs of subconjunctival hamaormbage
wiith esoftalopram 20 mgsday, and its remission affer fowering the
dose, is reparfed for its rare acocurmmanca. A peed for cawtious use of
escitalopram has been stresseal

INTRODUCTION

Escitalopram is rthe pure S-enanriomer (single isomer) of
the racemic bicyclic phrhalane dervivarive citalopram ! Ic is one
of the nower sclective serotonin reuptake inhibicors (SSEREIs),
found o be more effecrive than other SSEIs in the treatment of
major depressive disorder (WT).7 Alihough S5RIs cxhibic a
Favorable safery profile, there are case reporecs and unconcoralled
srudies reporting bleeding evenis in rthe form of ecchyimaoses,
purpura, cpistaxis, and gastrointestinal bleeding., SSRIs. like
paroxcrine., act on che scrotonin cansporter locared on the
plareler cell membranes. This leads o a deplerion of serotonin
in the platelets which decreases coagulation and may lead o oa
bBleading tendency in valnerable individuals ®

Caurion has been adwised abour cthe risk of blecding
associatcd with coprescriprion of esciralopram with non-

5.5

FOCUS POINTS

& Escitalopram has been found effective in treating major
depressive disorder.

o Selective serotonin reuptake inhibitors (SSRIs) are associ—
ated with increased risk of hleedingz.

= Blockade of serotonin reuptake in platelets and subseguent
platelet dysfunction has been labeled as one of the causes
of S5RI-induced bleeds.

= Subconjunctival hemorrhage might be a rare bleeding
event associated with SSRI use.

srercidal ancdi-inflammarory drogs (NSATID=), aspirin, o
orher medicarions rthar affect coagularion.” Subconjuncrival
hemorrhage, a rare bleading evenr, has been reported with
a paroxetine and limapross alfadex combinarion,” bur o
with escitalopram_

CASE REPORT

A Gl-yvear-ald houscwife was diagnosed wwich BT IR
Her past and tamily hisctory was negative tor affecrive dis-
order. She was prescribed escitalopram 5 mgdfday, which
weas increased o 10 migfday afiter S5 davs. After Ffinding no
improvement after 2 weeks, escitalopram was increased o
20 I'l'l.gn"-:.‘];l:.-'_. ar 5 omg increments every ek, The pPatien
irmproved significantly and was conrinued with the same
rreatment. Afrer & weeks, the patient noticed subconjuncri-
val hemorrhage in her left eve. She ignored ic and it cleared
within 2 sweeks, Howewer, as soomn as the e cleared., rhe
pacticnt had the recurrence of the hemorrhage. She ignored
it again., and the eyve cleared on irts own. Surprisingly, afrer




with escit opram.

CASE REPORT

A 40-year-old housewife was diagnosed with MDD.
Her past and family history was negative for affective dis-
order. She was prescribed escitalopram 5 mg/day, which
was increased to 10 mg/day after 5 days. After finding no
Improvement after 2 weeks, escitalopram was increased to
20 mg/day, at 5 mg increments every week. The patient
improved signiﬁcantly and was continued with the same
treatment. After 6 weeks, the patient noticed subconjuncti-
val hemorthage in her left eye. She ignored it and it cleared
within 2 weeks. However, as soon as the eye cleared, the
patient had the recurrence of the hemorrhage. She ignored

it again, and the eye cleared on its own. Surprisingly, after

-2 weeks chere was a sccond recurrence of subconjuncrival
i]il‘f\':lil. Ti“‘f 1].'||itf1|| I'.:l'lll:'illitt'.[l A llpll1i1:iihmiugihl ".l'l.'i"l[l‘ llrt'.-
scribed topical antbiotic drops.

Ulmn ir1iir1'lr1ir1g het l:ux}rl.iii;llrixi (R.C Sharma, MDD} of
these .'-iIIiH.Zl:IhleIILZii"r'i-II bileeds, the patient was initerviewed in
detail. However, there was no history of hypertension: any
iJirr-::n;iih]-:rI disorder; or recent intake of NSATDs, warlarin or
antiplateler agents, No areributable physical cause, such as
cxoessive sneczing, coughing, ocular trauma, or infection,
could be found. Her blood counts and blood coagulation
tests were within normal limits, As cscitaolpram-induced
bleed was a possibility, the dose was decreased to 15 mg/day
lor 1 week, and then 10 mgfday thereafier, The patient
maintained remission on this dosc and did not ger any
lurther subconjunctival or other bleeds atriburable w esci-
talopram for the next 8 months.




To conclode---..

To create awareness among physicians that antidepressant
medications are significantly associated with bleeding
complications






