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Abstract

Objective ~ To describe the complications and frequency of thrombasis associated with the use of enoxaparin,
alow molecular weight heparin, in dogs with primary immune-mediated hemolytic anemia (IMHA).

ign — Retrospective case series.
Two privately owned veterinary referral hospitals.
s ~ Twenty-one client-owned dogs with primary IMHA.
Interventions - Dogs were treated with enoxaparin (0.8 mg/ kg subcutaneously every 6 h) as the sole anticoag-
ulation therapy starting at admission to the hospital.
Measurements and Main Results — Only 2 dogs had minor hemorrhagic complications associated with enoxa-
parin therapy: Frequency of thrombosis was not assessed. Long-term survival was comparable to other antico-
agulation protocols reported for dogs with primary IMHA.
Conclusions ~ The use of enoxaparin was safe ina small group of dogs with primary IMHA. Whether enoxaparin
therapy can reduce mortality and thrombotic complications in dogs with primary IMHA compared with other
anticoagulation protocols remains unknown.
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Fatality rate in dogs with IMHA ranges between 20% and 70%, most during the first 2 weeks of therapy

Venous thrombosis is the most common complication and accounts for 80% of the case fatality rate (PTE, splenic and portal vein thrombosis)
Dogs treated with UFH compared with aspirin had higher survival rate, LMWH is smaller and more homogenous, less likely to bind to plasma proteins and has more predictable pharmacokinetics
· 3 dogs with IMHA did not survive to discharge (2 of them PTE), in 6 months 3/18 relapsed despite treatment and were euthanized (1 had mesenteric thrombus)

· 2 dogs developed minor bleeding at injection site

· Discontinuation of Enoxaparin was performed gradually over approximately 2 weeks by decreasing the dose (6 to 8 to 12hr)

Take Home

Enoxaparin 0.8 mg/kg SQ q6hr seemed to be safe in dogs with IMHA

Frequent dosing may make it more suitable for in hospital use, however in this study owners were compliant administering q6-8hr
Questions: 

T or F: Mortality rate in IMHA dogs is between 20-70%, arterial thrombosis being the most common complication

Name the most common sites for thromboembolisms in IMHA patients

Questions: 

T or F: Mortality rate in IMHA dogs is between 20-70%, VENOUS thrombosis being the most common complication

Name the most common sites for thromboembolisms in IMHA patients

Pulmonary Thromboembolism, splenic and portal vein thrombosis
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Design—Original study.
Animals—S purpose-bred domestic cats.

Procedure—Clopidogrel was administered at dosages
of 76 mg, PO, every 24 hours for 10 days; 375 mg, PO,
every 24 hours for 10 days; and 18.76 mg, PO, every
24 hours for 7 days. In all cats, treatments were
administered in this order, with at least 2 weeks
between treatments. Platelet aggregation in response
0 ADP and collagen and oral mucosal bleeding times
(OMBTSs) were measured before and 3, 7 and 10 days
(75 and 375 mg) or 7 days (18.75 mg) after initiation of
drug administration. Serotonin concentration in plas-
ma following stimulation of platelets with ADP or col-
lagen was measured before and on the last day of
drug administration. Platelet aggregation, OMBT, and
serotonin concentration were evaluated at various
times after drug administration was discontinued to
determine when drug effects were lost.

Results—For all 3 dosages, platelet aggregation in
response to ADP, platelet aggregation in response to
collagen, and serotonin concentration were signifi-
cantly reduced and OMBT was significantly increased
at all measurement times during drug administration
periods. All values returned to baseline values by 7
days after drug administration was discontinued. No
significant_differences were identified between
doses. None of the cats developed adverse effects
associated with drug administration.

Conclusions and Clinical Relevance—Results sug-
gest that administration of clopidogrel at dosages
ranging from 18.75 to 75 mg, PO, every 24 hours,
results in significant antiplatelet effects in cats. (J Am
Vet Med Assoc 2004;225:1406-1411)





Questions:

What is the mechanism by which intracardiac thrombi are formed?

Mention 3 effects of clopidogrel:

Questions:

What is the mechanism by which intracardiac thrombi are formed?

Result from endocardial injury and blood stasis which leads to platelet adhesion and aggregation, this then activating the coagulation cascade

Mention 3 effects of clopidogrel:

· Irreversible inhibition of ADP2Y12 receptors 

· Inhibition of ADP induced changes of glycoprotein IIb/IIIa receptor complex, reduces fibrinogen  and vWf binding 

· Inhibition of platelet release products such as Serotonin

· Reduces the contractile response of pulmonary and femoral arterial ring to vasoconstrictive agents (serotonin)
Intracardiac thrombus result from endocardial injury and blood stasis→ platelet adhesion and aggregation→ activation of coagulation cascade


Thromboemboli are formed from a fibrin network with interspersed platelets


Collateral blood flow around site of embolization is reduced in response to platelet products such as serotonin


Thienopyridines such as clopidogrel produce:


Irreversible inhibition of ADP2Y12 receptors 


Inhibition of ADP induced changes of glycoprotein IIb/IIIa receptor complex, reduces fibrinogen  and vWf binding 


Inhibition of platelet release products such as Serotonin


Reduces the contractile response of pulmonary and femoral arterial ring to vasoconstrictive agents (serotonin)


Take Home 


Clopidogrel at a dose of 18.75-75 mg PO q24hr produced safe antiplatelet effects and up to 7 days after the drug had been discontinued 








