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pbind platelet rec ptors, |ess ntracellular CAIVII

synthesized which lea

ds to platelet aggregation.

e Platelet membrane also contains receptors that can

bind thrombin and thromboxanes esp.
thromboxane A,

e In the normal vessel, circulating levels of thrombi
and thromboxanes are low so platelet recept 3
unoccupied & remain inactive so platelet ) 'OrS 'are
and aggregation not initiated. T
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release of sequesterel

s such

, gctivgtion of glycoprotein(GP) IIb/Illa receptors that
.bmd fibrinogen & ultimately regulate PLT—PLT
interaction & thrombus formation.

Fibrinogen, a soluble plasma GP, simultaneously

binds‘to QP IIb/Illa receptors on two separate PLT
resulting in platelet cross-linking & PLT aggregat;
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ASPIRIN
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CLOPIDOGREL, PRAS!
TICLOPIDINE

» Blockade o1

ABCIXIMAB, EPTIFIBATIDE & TIROFIBAN
» Additional:

DIPYRIDAMOLE & CILOSTAZOL




. TXA, is derived from pGH, which causes PLT 1O
that antagonise this pathway

aggregate. Drugs
interfere with PLT aggregation In vitro &

prolong BT In VIVO.
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has fewer A/E than TICLOPIDINE & is
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over OPIDINE.




+h 3c. coronary synd. They

They are used in pts. with ac.
target PLT I1B/IIIA receptors complex which
cunctions as receptor mainly for fibrinogen &

vitronectin. Activation of this receptor complex IS

the final common pathway for PLT aggregation
There are about 50,000 copies of this complex on
PLT surface. Persons lacki |
. ing this have a bleedi
" e eeding
isorder called GLANZMANN’S THROMBASTHENIA
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* TIROFIB£ |
BAN: Not a peptide but has similar

Pfoperﬁ;s.Bcnh inhibit [i i
gand binding to
receptors by their occupancy of recepgtor o
S.

o All 3 dugs are given p
e 5!VEIl ,’JE::'E.'"I"[&?H\/_ Oral
antagonis . Oral forms
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Cy
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L notension esp. if administered IV.

to orthostatic hypotension esp
e (JLOSTAZOL: New phosphodiesterase inhi itor that
promotes vasod//atatlon and /nh/b/t/on of PLT

aggregation. Used primarily to treat intermittent
claudication.
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digestion of fibrin thereby
aissolving the clot.




plasminogen
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Degradation ~€—— Fibrinogen = Fibrin
producls

» Fibrin split
products




These drugs create a generalised lytiC
state when given |/V so both protected
hemostatic thrombi and target

thromboemboli are broken down.
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Anistreplase

Tenecteplase & duteplase
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Unfortunately increased local
thrombi may occur as the clot dissolves leading to
enhanced platelet aggregatlon and thrombosis.

IyS’b dS l:

» Strategies to prevent this include administration of
antiplatelet drugs such as aspirin or
antithrombotics such as heparin.




* Ly 1S 80 min,

* Antistreptococcal antibodies present in blood b/o

previous streptococcal infections

Inactivate a large







sffects.
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ver the absence of inhibitors for Urokinase
However the absence O] 1DITC

and Streptokinase-proactivator complex permit
their use clinically.
* Plasmin formed inside a thrombus by these
activators is protected from plasma antiplasmins
which allows it to lyse the thrombus from within.
* 1115 15 min,




ogen streptokinase

Anisoylated plasmin
activator complex
preformed complex of plasminogen &

streptokinase & is considered to be a
prodrug. Streptokinase must be released
& only plasminogen to which it is

associated will get converted to plasmin.

Long acting & injected in 3 single IV bolus

of 30 units in 3-5 minutes so more
convient to use.
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plasminogen ca

t-PAs.Has low aft
activators rapidly activate plasminogern
hrombus or @ hemostatic plug

bound to fibrininat
so said to be fibrin selective & at low doses has the
nwanted
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inity for fre
that IS

advantage of lysing only fibrin without u
degradation of other protein notably fibrinogen.
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This contrasts with SK which acts on 1ree
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plasminogen & induces a general fibrinolytic state.
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t,;,05min. Bleeding is major ad. effect including Gl
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. Less expensive than t-PA.

reperfusion & bleeding

tendency negligible.

e Advantage: Faster




o Ascending thrt
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» Peripheral vascular disease
drugs are given intra-arterially.

e t-PA has also been approved for use in acute
ischmic stroke within 3 hours of symptom
onset. Dose is 0.9mg/Kg
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. Serious GIT bleeding withi

e H/O hypertel
» Active bleeding disorder

n 3 months

* Pregnancy

* Head trauma, brain tumor, intracranial
bleeding




The throm bolyt:c agents do not
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. Anistreplase is given as a single I/V injection of

30 units over 3-5min
» Asingle course of ﬂbrinolytic arugs Is very
expensive.




