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il o - Given iv. , .. . . .
 Heterogeneoug mixture of branched + Derived from UFH by chemical or enzymatic - Eliination renal - Half lfe 120 gg‘?"a‘jﬁg fgaflhi'fgijzF%Tgl?nggfﬁgn - Given orally
glycogaminoglycang depolymerization Bivalirudin in vivo * Elimination renal
- Dotentiateg the inhibition of (la, [Xa, Xa, Xla, » Molecular weight 2000 - 9000 - Given  No doging probleme - Half life 12 h N
2 _ . * Elimination renal & * No monitoring needed. + Substrate for P-glycoprotein in
Xlla by AT 2,4, 10,1 » About 15 monogaccharide unite per molecule hepatic - Half life 25 min * Recent atrial fibrillation study showed it Kidnou, GIT

- Binds to AT through a unique pentagaccharide  Differenceg in Mechaniem of action

sequence leading to a conformational change - Any gize of heparin chain can inhibit the action of factor Xa by binding —

. Gier@ o @ fo anfifvonbin (A7) Y Apixaban
: : : * In contrag, in order to inactivate thrombin (lla), the heparm moleeule : e
- Bindg to plagma proteing, endothelial celle & o + Direct Factor Xa inhibitor
must be long enough to bind both anfithrombin and throrbin <~ e .
macrophages - Legg than half of the chaing of LMWH are long enough * Oral bioavailabilty 60%
- Elimination - Half life 12 h

factor Xa and lla activity

~ Depolymerigation in endothelial celle & macrophages - Elimination hepatic > renal

(rapid, eaturable)

)
~ Renal (glow, non-gaturable) and RES %

+ Variable protein binding

Unfractionated Heparin LMWH

By binding to AT, most UH and LMWH can inhibit Xa activity.
. O[gar‘aneg Var[gg u)[fh Ch aln leng‘l’h Fewer than half the chains of LMWH are of sufficient length to

also bind factor Ila, therefore has decreased anti-Ila activity.

 Therefore,anticoagulantregpongemonitored

by activated partial thromboplagtin time
ARTT

»Advantages = Low inhibition of platelet- function.

Pt syndtone.

Lower incidence of thrombocytopenia & thrombosie

No need for laboratory monitoring | n/ﬁl‘i ss_|

- wely, — ~Renal inaufficiency creating >2 mg/dl

to poseibly be uperior to warfarin.

> aTEm
» Direct Factor Xa inhibitor
* Oral bioavailability 80%
- Half life 7-11 h

- Elimination renal > hepatic

- Reduces the post-tranglational carboxylation

of glutamate residueg of factore (I, VII, [X, X
’6('-"“&."'%"
- Anticoagulant effect seen after 2-3 daye

» Monitored by international normalized ratio (INR)

Warfarin Mechanism of Action

+ Target 15 = 2.5 timeg control oo -obege patiente with altered drug pK K sng - Well absorbed form QIT
igher bioavailabity = 90 % ve 30% - major bleeding rigk factors = pan orofein bound
clinical uses Longer t [/2 = 4-6 hre vg O.5-! hr renal (elower)  Metaboliced by CYP-450

- Venoug thrombogig + emboligm

Pt soonary sdonee ™S gynthetopentasacoharide analogues.

« Arterial thrombogig

Drug interaction with Warfarin cont:

* Clearance ig glow - 36 hrg
+ Can crosg placenta - do not use during
preghancies

. EXerCOY‘pOf‘Qa[ dQViCQQ (99 haemodia[ggig) Bioavailabilitv(s.c) elimination  half life (h B;ue%sir:gat promote Inhibition of platelets NSAID, Aspirin . ' .
Inhibition of clotting heparin adverge eFfecfS Reversmg action of warfarin
LMWH 80-90% renal 4 I Factors . B[eedmg - Plagma
adverge effects Fondaparinux ~ 100% renal Hi7 Ragheg ~ Rapid but short-lagting
\draparinuix i e i Induction of metabolizing Barbiturates ) A[OPQCia \{}\l[fafmmpfj but lagte -2
- Bleeding ) Enzymes SRV - Teratoenicity ook M ot vee i uighing
.o . . D thatd ) . e
+ Heparin-inducedthrombocytopenialHIT) ~ Immune-mediated Wartarin aotivty . Promote clotting factor Vitamin K to retart warfarin within next

* Ogteoporogie

| |

Synthesis week.

Reduced absorption cholestyramine
colestipol
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