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Abstract

In patients of hemolytic disorders, presence of excessive free hemoglobin (Hb) 
in plasma causes several cytotoxic effects. Hb being a potent scavenger of nitric 
oxide (NO) impairs the NO-mediated vasodilatory functions, thus promoting blood 
vessel constriction and related clinical events in hemolytic patients. This decrease in 
endogenous level of NO, an inhibitor of platelet activation, increases thrombophilic 
complications in these patients. Hb also generates reactive oxygen species (ROS) and 
affects several cellular functions. Hypercoagulation, thrombosis and inflammation are 
hallmark features of hemolytic disorders like sickle cell disease (SCD), paroxysmal 
nocturnal hemoglobinuria (PNH), thalassemia, hemolytic uremic syndrome (HUS) and 
Aplastic anemia (AA). We have recently described a novel mechanism of Hb mediated 
activation of platelets. We have shown that Hb binding to glycoprotein (GP)-1b alpha 
on platelet, leads to platelet activation and binding to Von Willebrand factor (VWF) 
increases the VWF-platelet binding, promoting thrombus formation. Herein, we will 
briefly discuss the role of Hb in modulating the platelet functions in the backdrop of 
pathophysiological conditions like hemolytic disorders including PNH and SCD.

ABBREVIATIONS 
Hb: Hemoglobin; SCD: Sickle Cell Disease; PNH: Paroxysmal 

Nocturnal Hemoglobinuria; Hp: Haptoglobin; VWF: Von 
Willebrand Factor

INTRODUCTION

Hemoglobin: pathophysiological roles

Hemoglobin (Hb) is a molecule that has remained highly 
conserved across species and is encapsulated within erythrocytes. 
It primarily serves the respiratory system in mammals by 
transporting oxygen to tissues from lungs and removing 
carbon dioxide [1,2]. Hb is released into the circulation from 
erythrocytes as a result of intravascular hemolysis in acquired, 
hereditary or iatrogenic hemolytic conditions. Although it plays a 
vital role as a carrier of oxygen, Hb is highly toxic in its unbound, 
cell-free state [1-6]. To neutralize the toxicity of cell-free Hb, it 
is cleared from the plasma by specialized scavenger proteins-
haptoglobin, CD163 and hemopexin. After the release of Hb into 
the plasma, it dimerizes and binds to haptoglobin (Hp) to make 
haptoglobin-hemoglobin (Hp-Hb) complex. This Hp-Hb complex 
further interacts with macrophage receptor CD163, resulting in 
its endocytosis and subsequent degradation. Simultaneously, 
Hb present in plasma upon oxidation releases ferric heme, 
which is bound by hemopexin (Hpx) and degraded in the liver 
by hepatocytes [1,3-5,7-9]. Cell-free Hb depletes Nitric oxide 

(NO) by reacting with it irreversibly and generates hydroxyl 
radicals which initiate membrane lipid peroxidation ultimately 
leading to cellular damage. Limiting the bioavailability of NO by 
cell-free Hb disrupts NO-dependent vasomotor function of the 
endothelia thus leading to endothelial dysfunction and multiple 
organ failure. Cell-free Hb produces superoxide anions through 
pseudoperoxidase (POX) activity, which further reacts with 
hydrogen peroxide along with heme. This drives the peroxidase 
and Fenton reactions, thus generating ferryl heme and hydroxyl 
radicals. Thus, cell-free Hb and Heme induces oxidative stress by 
taking part in the production of reactive oxygen species (ROS), 
leading to lipid peroxidation and cellular damage.

Hemoglobin: impaired coagulation and thrombotic 
events

Intravascular hemolysis in hemolytic disorders such as in PNH 
and SCD, results in a huge buildup of Hb in the plasma, which leads 
to decreased response of detoxifying systems. Elevated levels of 
Hb in the plasma causes vascular and organ dysfunction which 
leads to adverse clinical signs and symptoms .Hemolytic disorders 
like PNH and SCD, which are characterized by intravascular 
hemolysis, are always associated with hyper coagulable states 
[3,4,10-17]. The cell-free Hb released during hemolysis generates 
ROS, subsequently leading to activation of platelets [18]. It also 
scavenges NO, which is essential for regulating smooth muscle 
tone. As NO plays an important beneficial role in vascular 
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homeostasis, its depletion decreases the activation of guanylate 
cyclase, which in turn reduces the production of cyclic guanine 
monophosphate (cGMP), resulting in endothelial dysfunction 
and vasoconstriction, further leading to dystonia, hypertension, 
and dysphagia. Reduced bioavailability of NO also triggers 
platelet activation, aggregation and promotes clot formation 
[1,2,5,11,19]. Platelets are the first cellular corpuscles which are 
recruited at sites of vascular injury to stop bleeding by forming a 
platelet plug. Platelets have variety of receptors on their surface 
among which Glycoprotein (GP)1bα and integrin αIIbβ3 play 
key role in platelet activation and aggregation [20,21]. During 
vascular injury, platelets  interact with von Willebrand factor 
(VWF) through GP1bα and trigger intracellular signaling events, 
such as activation of protein kinase pathways and elevation of 
calcium levels in cytoplasm, which result in platelet activation. 
GP1bα-triggered intracellular signaling leads to activation of 
ligand binding function of αIIbβ3 and binding to fibrinogen, 
thus promotes thrombus formation in order to form a platelet 
plug, which is a homeostatic function [17,20-22]. Recent studies 
reveal that in hemolytic disorders, such as PNH, Hb directly 
interacts with GP1bα on platelet surface, activates platelets and 
also promotes platelet apoptosis by initiating GP1bα mediated 
intracellular signaling [17, 22, 23].

Intravascular hemolysis is one of the primary phenomena 
observed in a number of hemolytic diseases like PNH, hemolytic 
uremic syndrome (HUS), thalassemia and hemolytic anemia. 
During intravascular hemolysis, extracellular hemoglobin (Hb) 
triggers several pathophysiological events which are associated 
with clinically undesirable outcomes, such as hyper coagulation, 
thrombosis, inflammation, vascular problems, and abnormalities 
associated with the urinary system. PNH is one such prototypic 
intravascular hemolytic disorder in which excessive release of 
hemoglobin in plasma is toxic, leading to subsequent platelet 
activation and uncontrolled complement activity and hence 
systemic complications. Hemoglobinuria (the hallmark of 
PNH) leads to manifestation of intravascular hemolysis and is 
associated with various clinical abnormalities like abdominal 
pain, erectile dysfunction, thrombosis and fatigue [24-26]. SCD 
is another hemolytic disease which is characterized by sickle 
shaped red blood cells, chronic intravascular hemolysis and 
high propensity to vaso-occlusive crisis [27,28]. Besides, other 
clinical complications such as hypercoagulation and thrombosis 
are considered as leading causes of morbidity in these patients 
[1,29]. Intravascular hemolysis i.e. abnormal breakdown of RBCs 
in blood vessels contributes to the pathogenesis of thrombosis 
and thromboembolism in hemolytic disease conditions. In 
hemolytic conditions, excessive hemoglobin (Hb) is released 
into the extracellular fluid and ensues into several toxic effects 
on cellular functions including thrombosis and hypercoagulation. 
A number of report also conclude that intravascular hemolysis 
during PNH contributes primarily to thrombotic disorders and 
thromboembolic events [30].

Hemoglobin: impaired platelet functions

Platelet activation involves a series of signalling events 
involving various kinases, which enable platelet recruitment, 
stable platelet adhesion and thrombus stabilization. At vascular 
injury site, the platelets adhere to the exposed endothelial cells 

through collagen- GPVI, VWF-GPIb-IX-V and fibronectin- integrin 
α5β1coupling. Platelets adhere to collagen and adopt an active 
conformation. The various signalling pathways associated with 
receptor-specific platelet activation converge into common 
signalling nodes that stimulate change in shape of platelets and 
secretion of granules which lead to “inside-out” signalling, that 
induces activation of the ligand-binding function of integrin αIIbβ3. 
Interestingly, despite considerable differences in their structure 
and functions, majority of platelet adhesion and activation 
receptors have several signalling pathways in common. For 
example, signal transduction through the glycoprotein Ib-IX-V 
complex (GPIb-IX), GPVI and integrins all involve Src family 
kinases (SFKs), phosphoinositide 3-kinases (PI3Ks, and the 
immune receptor tyrosine-based activation motif (ITAM). 
Activated platelets secrete ADP, platelet-derived growth factor 
and fibrinogen from their storage granules and thromboxane 
A2 (TxA2) is produced by immediate biosynthesis. ADP and TxA2 
cause circulating platelets to change their shape. Glycoprotein 
IIb/IIIa receptors on the surface of activated platelets binds 
fibrinogen, that triggers “outside-in” signalling. This facilitates the 
formation of fibrinogen bridges between platelets and ultimately 
platelet aggregation. Simultaneously, fibrin mesh develops which 
gives rise to platelet thrombus. It is followed by clot retraction 
that leads to the formation of a stable thrombus [31].

Platelets adhere to collagen or thrombin, which triggers the 
procoagulant response. In later stages of activation, platelets 
initiate the blood coagulation pathway by providing a surface 
where the coagulation factors bind and are activated to generate 
thrombin. Besides, providing the procoagulant site and binding 
surface sites for various coagulation and thrombotic molecules, 
platelets contribute to coagulation activity by releasing several 
factors, such as FV, FXIII, fibrinogen, VWF and protein S, which 
play significant role in hemostasis [31]. NO scavenging mediates 
the major effects of plasma Hb on platelet functions. NO has been 
shown to be associated with inhibition of platelet activation and 
initiation of disaggregation of platelet aggregates and it also 
increases cGMP levels to inhibit platelet adhesion [32]. Toxicity 
of the cell-free Hb and depletion of NO has been implicated in the 
initiation of platelet activation and aggregation [1]. It leads to the 
release of ADP by RBCs [33-35]. Once in the blood stream, ADP 
can cause platelet activation. A reversible platelet aggregation 
has been shown upon ADP infusions in rats and rabbits [36,37]. 
There are studies in rats demonstrating administration of Hb 
associated with various molecules, leading to increased platelet 
aggregation and adhesion in vivo on prothrombotic surfaces 
such as an injured vessel wall. Phosphatidylserine (PS) bearing 
RBCs are more prone to endothelium adherence. They provide a 
possible structural binding site for complexes such as tenase and 
prothrombinase [38]. Furthermore, ex vivo studies of blood from 
transfusion recipients have shown increased platelet activation 
and aggregation attributed to ADP released from red blood cells 
[39]. It has been earlier reported that Hb scavenges NO and also 
reduces its generation by inhibiting metabolism of arginine that 
consequently leads to increase in platelet aggregation [40,41]. 
Furthermore, the externalization of PS and production of micro 
particles is also recognized in platelets that may act as a binding 
site for complexes like prothrombinase and tenase [25,31]. 

Hemolytic diseases are often associated with 
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hypercoagulability and increased platelet activation [42-44]. 
Villagra et al., reported a correlation between platelet activation 
and markers of hemolysis in SCD [13]. A high number of cases 
associated with thrombotic complications have been reported 
in different hemolytic anemias (HA) (Figure 1), particularly in 
SCD [45-47], thalassemia [48,49] and PNH [10]. Pathophysiology 
in all of these aforementioned diseased conditions are different 
but all have a common procoagulant condition and also they 
often share potential hemolysis related sequelae that include 

pulmonary and systolic arterial hypertension, cutaneous leg 
ulcerations, postsplenectomy, thrombosis and possibly stroke 
[1,50]. Several mechanisms have been proposed to be involved 
in these events, comprising anomalous RBC properties, increased 
number of micro particles in plasma, excessive cell-free Hb 
resulting in reduced NO bioavailability, increased concentration 
of oxidants in the blood and endothelial dysfunction [14]. Apart 
from these indirect associations of Hb with platelets, recent 
research focuses on direct binding of Hb with platelet receptor 

Figure 1 Schematic elucidation of role of hemoglobin in regulation of platelet functions. Intravascular hemolysis leads to release of Hb into the 
plasma, where it is routinely cleared by haptoglobin, CD163, and hemopexin which act as Hb scavengers. Haptoglobin forms complex with Hb and 
this complex get endocytosed and eventually degraded by macrophages/monocytes via CD163 binding. Hemopexin binds to ferric heme which is 
released upon oxidation of Hb and degraded by hepatocytes. Saturation and depletion of the above Hb scavenging systems instigate build-up of Hb 
and heme. Plasma hemoglobin and heme can impair regulation of smooth muscle tone either by causing direct pro inflammatory and pro-oxidant 
effects on vessel endothelial cells via ferric heme or indirectly by NO scavenging. The cell free Hb can also induce platelet activation. It binds directly 
to VWF, blocks ADAMTS13 mediated proteolysis and increases the affinity of the VWF A1 domain for the glycoprotein Ib (GPIb) receptor on the 
surface of platelets. The increased interaction between platelets and Hb then allows a massive binding of platelets to insolubilized fibrinogen or to 
components of the extracellular matrix such as collagen which ultimately leads to thrombus formation.
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GP1bα and regulating platelet functions. 

Hb binding to GP1b and platelet activation

Recent studies revealed that Hb binds to the platelet receptor 
GP1bα (at N-terminal) and triggers the platelet activation. Thus 
platelet activation by Hb could also be attributed to its direct 
interaction with platelet GP1bα and activation of downstream 
signalling events. Hb-GP1bα interaction stimulates events such as 
platelet shape change, granule secretion and inside-out signalling 
process leading to activation of the ligand binding function of 
integrin GPIIbIIIa [17]. Lyn/PI3K/Akt/NO/cGMP/PKG/MAPK 
pathway reportedly plays an important role in GPIbα mediated 
platelet activation [31]. Supporting this, Singhal et al., have shown 
that Hb binding to platelet receptor GP1bα induces the inside-out 
signalling through this pathway and blocking this interaction by 
specific peptide (designed against N-terminal region of GP1bα) 
attenuates or completely switches off the GP1bα associated 
molecular events initiated by Hb [17]. Further, morphological 
change in the structure of GPIIbIIIa is an important prerequisite 
for platelet activation. Shattil et al., developed and characterized 
a murine monoclonal anti-platelet antibody, designated as PAC-
1 that binds to activated platelets i.e, the open conformation of 
GPIIbIIIa. Platelet activation appears to cause a change involving 
the glycoprotein IIbIIIa complex that exposes the fibrinogen 
receptor and at the same time, the epitope for PAC-1 [51]. Singhal 
et al., have shown that Hb increased the activation of platelet 
receptor GPIIbIIIa in a concentration-dependent manner up to 
a concentration of 6µ Mas evidenced from the binding of PAC1-
FITC antibody to platelet GPIIbIIIa in presence of Hb [17].

Hb binding to VWF enhances platelet adhesion and 
activation

Hb acts as an additional bridge between VWF and GP1bα 
and significantly augments and potentiates the interaction of 
VWF with its receptor GP1bα on platelet. It has been shown that 
free Hb binds directly to VWF, thereby increasing the affinity 
of the VWF A1 domain for the glycoprotein Ib (GPIb) receptor 
on the surface of platelets. The increased interaction between 
platelets and VWF then allows a massive binding of platelets to 
insolubilized fibrinogen or to components of the extracellular 
matrix such as collagen [52]. This alteration in platelet binding 
and aggregation induced by free Hb may contribute to the 
development of thrombi. Recently, Hemoglobinemia has been 
proposed as a possible causative factor which contributes to 
clinical manifestations in thrombotic microangiopathies (TMAs), 
which is characterized by microangiopathic hemolytic anemia 
and thrombocytopenia [53]. For several years it has been 
recognized that VWF has an important role in the pathogenesis 
of TMAs. VWF mediates the adhesion of platelets to sites of 
vascular injury and as the carrier protein for coagulation factor 
VIII. It is also required for factor VIII survival in the circulation. 
High shear stress conditions give rise to ultra Large multimers 
of VWF (ULVWF) which is the most biologically active form in 
platelet-vessel wall interactions and directly induce platelet 
adhesion and aggregation [54].There are reports which suggest 
that extracellular Hb addition to serum decreases the activity of 
enzyme ADAMTS13, which is a metalloprotease and is important 
in limiting VWF activity and preventing formation of platelet 

thrombi [55-57]. It has been reported that SCD patients have 
increased levels of ULVWF multimers in their plasma, though they 
have a very mild or no significant deficiency in ADAMTS13 activity 
[56,58,59]. ULVWF multimers freshly secreted from endothelial 
cells accumulate, if not properly cleaved by ADAMTS13, leading 
to severe thrombotic microangiopathy [60-62]. Cell free Hb 
interacts with VWF to inhibit its cleavage by ADAMTS13, and 
the mechanism is independent of metalloprotease activity [56]. 
It binds to the ADAMTS13 cleavage site on the A2-domain of the 
VWF multimer to block the VWF cleavage by the metalloprotease. 
The high molecular weight, ULVWF multimers coexists with high 
plasma level of cell free Hb in SCD patients [56,57,63,64]. These 
multimers are hyper reactive compared to normal individuals 
[64]. The presence of ULVWF is a prime requirement for the 
formation of platelet thrombi. ULVWF multimeric strings are 
anchored to the endothelial cells via P-selectin molecules present 
on platelet surface. Platelets adhere through GPIbα to the ULVWF 
multimeric strings anchored to P-selectin, which further favour 
platelet aggregation under flow conditions. This forms large, 
potentially occlusive platelet thrombi. In addition to platelet 
aggregation and ADAMTS13 deficiency, intense hemolysis and 
NO consumption link TMA to other hemolytic conditions and this 
explains the wide spectrum of clinical manifestations associated 
with this condition.

Hb mediated platelet apoptosis and necrosis

Anucleated platelets have the capacity to undergo 
programmed cell death [65]. Many of the features of 
apoptosis (membrane fragmentation, cytoskeletal disruption, 
microvesiculation, caspase activation and PS exposure) are 
observed during prolonged platelet storage ex vivo and during 
the conversion of activated platelets to a procoagulant state, 
raising the possibility that apoptosis may also regulate platelet 
function [66,67]. A fundamental, but incompletely understood 
aspect of platelet function is the relationship between a 
regulated, naturally occurring platelet activation response, 
i.e., platelet procoagulant function and the cell death pathways 
modulating platelet survival. In this context, procoagulant 
platelets are not just highly activated cells, they also undergo 
cell death. They have all the biochemical, morphological and 
functional features of a dying cell, including caspase and calpain 
activation, proteolytic processing of cytoskeletal elements, 
surface exposure of PS, membrane contraction, blebbing and 
microvesiculation [68]. Morphologically, procoagulant platelets 
lose their internal organelles and cytoskeletal integrity, and 
functionally these platelets have lose their ability to adhere and 
aggregate with other platelets [69]. Although the role of platelet 
activation in hemostasis and thrombosis is well-documented, the 
role of platelet apoptosis in these vital processes and of platelet 
apoptosis versus activation in platelet clearance is still to be 
elucidated. Recent reports suggest that high concentration of Hb 
regulates platelet apoptosis [17]. Platelets undergoing apoptotic 
process are procoagulant in nature and induced to become 
so through a Bak/Bax-mediated apoptotic pathway. Bak/Bax 
form pores within the outer mitochondrial membrane, which 
leads to release of cytochrome c (CytC) from the mitochondrial 
inner membrane that involves initiator caspase and executioner 
caspase activation. This ensures exposure of PS which provides 
a major clearance signal for phagocytes. This process is 
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independent of platelet activation and release of granules [68]. 
A recent study has shown that Hb induces caspase pathways, 
expression of proapoptotic proteins, cytochrome C release 
and PS externalization in platelets. Study also elucidated the 
procoagulant function of platelets in response to extracellular 
Hb stimulation during platelet apoptosis by thrombin generation 
[17].The link of platelet apoptosis and released microparticles 
(MPs) from platelets has been known from before. Platelet-
derived MPs are sub-cellular and circulating vesicles that are 
released during platelet activation or apoptosis, ranging in size 
from 0.1 μm to 1.0 μm (21). High level of Hb-bound platelets/ 
platelet MPs existed in circulation of patients with hemolytic 
diseases such as PNH and SCD [17].

Apoptotic cell death is a physiological process essential for 
the removal of unwanted, aged or damaged cells without any 
accompanying inflammatory response. In contrast, the necrotic 
cell death is associated with loss of plasma membrane integrity and 
the consequent release of cellular contents into the extracellular 
environment. While traditionally viewed as an unregulated by-
product of severe pathologic injury, increasing evidence suggests 
that necrotic cells can elicit controlled biological responses that 
are important for host defense and repair [69].

The initiation of necrotic platelet death at sites of vascular 
injury may play an important role in inducing inflammatory 
and repair processes. Agonist-induced procoagulant platelets 
play a central role in promoting thrombin generation and 
the development of the 3-dimensional fibrin matrix [70]. 
Furthermore, procoagulant platelets produce high levels of the 
proinflammatory lipid, Platelet Activating Factor (PAF) and have 
enhanced reactivity toward neutrophils, raising the possibility 
that they play an important physiological role in promoting 
leukocyte recruitment/activation at sites of vascular injury 
[71]. These functional properties of procoagulant platelets are 
broadly consistent with the role of cell necrosis in physiological 
inflammatory and repair responses. The contribution of necrotic 
platelet population in supporting thrombotic events during 
hemolytic disorders remains to be elucidated.

CONCLUSION AND FUTURE PROSPECTIVE
Intravascular hemolysis contributes to the pathogenesis 

of thrombosis and thromboembolism. In hemolytic disease 
conditions, excessive extracellular Hb is released and causes a 
plethora of toxic effects on cellular functions including thrombosis 
and hypercoagulation. The knowledge regarding the effect of 
extracellular Hb on various platelet functions, particularly in 
hemolytic diseases continue to emerge. We have focused on 
role of Hb in regulating platelet functions such as adhesion, 
aggregation, activation, apoptosis and microvesiculation in PNH 
and SCD. Thus, it seems there is substantial scope of developing 
novel tools, such as receptor antagonists or recombinant peptides 
that specially interfere in the Hb induced activation of platelets. 
Thus, these approaches hold promise for the reduced risk of Hb 
associated thrombotic complications.

ACKNOWLEDGEMENT
The authors sincerely acknowledge Ms. Sulagna Bhattacharya, 

Regional Centre for Biotechnology, for carefully reading and 
editing the manuscript.

REFERENCES
1. Rother RP, Bell L, Hillmen P, Gladwin MT. The clinical sequelae of 

intravascular hemolysis and extracellular plasma hemoglobin: a novel 
mechanism of human disease. JAMA. 2005; 293:1653-1662.

2. Schechter AN. Hemoglobin research and the origins of molecular 
medicine. Blood. 2008; 112: 3927-38.

3. Schaer DJ, Buehler PW, Alayash AI, Belcher JD, Vercellotti GM. 
Hemolysis and free hemoglobin revisited: exploring hemoglobin and 
hemin scavengers as a novel class of therapeutic proteins. Blood. 
2013; 121: 1276-1284.

4. Gladwin MT, Kanias T, Kim-Shapiro DB. Hemolysis and cell-free 
hemoglobin drive an intrinsic mechanism for human disease. J Clin 
Invest. 2012; 122: 1205-1208.

5. Helms CC, Marvel M, Zhao W, Stahle M, Vest R, Kato GJ, et al. 
Mechanisms of hemolysis-associated platelet activation. J Thromb 
Haemost. 2013; 11: 2148-2154.

6. Dhaliwal G, Cornett PA, Tierney LM Jr. Hemolytic anemia. Am Fam 
Physician. 2004; 69: 2599-2606.

7. Kristiansen M, Graversen JH, Jacobsen C, Sonne O, Hoffman HJ, Law SK, 
et al. Identification of the haemoglobin scavenger receptor. Nature. 
2001; 409: 198-201.

8. Stormorken H. Platelets, thrombosis and hemolysis. Fed Proc. 1971; 
30: 1551-1556.

9. Arnold WP, Mittal CK, Katsuki S, Murad F. Nitric oxide activates 
guanylate cyclase and increases guanosine 3’:5’-cyclic monophosphate 
levels in various tissue preparations. Proc Natl Acad Sci USA. 1977; 74: 
3203-3207.

10. Ziakas PD, Poulou LS, Rokas GI, Bartzoudis D, Voulgarelis M. 
Thrombosis in paroxysmal nocturnal hemoglobinuria: sites, risks, 
outcome. An overview. J Thromb Haemost. 2007; 5: 642-645.

11. Hill A, Kelly RJ, Hillmen P. Thrombosis in paroxysmal nocturnal 
hemoglobinuria. Blood. 2013; 121: 4985-4996.

12. Poulou LS, Xila V, Rokas GI, Karianakis G, Bartzoudis D, Ziakas PD. 
Temporal trends in mortality rates from visceral vein thrombosis in 
paroxysmal nocturnal haemoglobinuria: An optimistic view. Thromb 
Haemost. 2008; 99: 642-645.

13. Villagra J, Shiva S, Hunter LA, Machado RF, Gladwin MT, Kato 
GJ. Platelet activation in patients with sickle disease, hemolysis-
associated pulmonary hypertension, and nitric oxide scavenging by 
cell-free hemoglobin. Blood. 2007; 110: 2166-2172.

14. Cappellini MD. Coagulation in the pathophysiology of hemolytic 
anemias. Hematology Am Soc Hematol Educ Program. 2007. 74-78.

15. Amris CJ, Hansen NE. Coagulation and fibrinolytic studies in 
paroxysmal nocturnal haemoglobinuria. Acta Med Scand. 1968; 184: 
551-559.

16. Van Vleymen B, Dehaene I, Van Hoof A, Pattyn G. Cerebral venous 
thrombosis in paroxysmal nocturnal haemoglobinuria. Acta Neurol 
Belg. 1987; 87: 80-87.

17. Singhal R, Annarapu GK, Pandey A, Chawla S, Ojha A, Gupta A, et al. 
Hemoglobin interaction with GP1bα induces platelet activation 
and apoptosis: a novel mechanism associated with intravascular 
hemolysis. Haematologica. 2015; 100: 1526-1533.

18. Iuliano L, Violi F, Pedersen JZ, Praticò D, Rotilio G, Balsano F. Free 
radical-mediated platelet activation by hemoglobin released from red 
blood cells. Arch Biochem Biophys. 1992; 299: 220-224.

http://www.ncbi.nlm.nih.gov/pubmed/15811985
http://www.ncbi.nlm.nih.gov/pubmed/15811985
http://www.ncbi.nlm.nih.gov/pubmed/15811985
http://www.ncbi.nlm.nih.gov/pubmed/18988877
http://www.ncbi.nlm.nih.gov/pubmed/18988877
http://www.ncbi.nlm.nih.gov/pubmed/23264591
http://www.ncbi.nlm.nih.gov/pubmed/23264591
http://www.ncbi.nlm.nih.gov/pubmed/23264591
http://www.ncbi.nlm.nih.gov/pubmed/23264591
http://www.ncbi.nlm.nih.gov/pubmed/22446184
http://www.ncbi.nlm.nih.gov/pubmed/22446184
http://www.ncbi.nlm.nih.gov/pubmed/22446184
http://www.ncbi.nlm.nih.gov/pubmed/24119131
http://www.ncbi.nlm.nih.gov/pubmed/24119131
http://www.ncbi.nlm.nih.gov/pubmed/24119131
http://www.ncbi.nlm.nih.gov/pubmed/15202694
http://www.ncbi.nlm.nih.gov/pubmed/15202694
http://www.ncbi.nlm.nih.gov/pubmed/11196644
http://www.ncbi.nlm.nih.gov/pubmed/11196644
http://www.ncbi.nlm.nih.gov/pubmed/11196644
http://www.ncbi.nlm.nih.gov/pubmed/5119361
http://www.ncbi.nlm.nih.gov/pubmed/5119361
http://www.ncbi.nlm.nih.gov/pubmed/20623
http://www.ncbi.nlm.nih.gov/pubmed/20623
http://www.ncbi.nlm.nih.gov/pubmed/20623
http://www.ncbi.nlm.nih.gov/pubmed/20623
http://www.ncbi.nlm.nih.gov/pubmed/17319910
http://www.ncbi.nlm.nih.gov/pubmed/17319910
http://www.ncbi.nlm.nih.gov/pubmed/17319910
http://www.ncbi.nlm.nih.gov/pubmed/23610373
http://www.ncbi.nlm.nih.gov/pubmed/23610373
http://www.ncbi.nlm.nih.gov/pubmed/18327419
http://www.ncbi.nlm.nih.gov/pubmed/18327419
http://www.ncbi.nlm.nih.gov/pubmed/18327419
http://www.ncbi.nlm.nih.gov/pubmed/18327419
http://www.ncbi.nlm.nih.gov/pubmed/17536019
http://www.ncbi.nlm.nih.gov/pubmed/17536019
http://www.ncbi.nlm.nih.gov/pubmed/17536019
http://www.ncbi.nlm.nih.gov/pubmed/17536019
http://www.ncbi.nlm.nih.gov/pubmed/18024612
http://www.ncbi.nlm.nih.gov/pubmed/18024612
http://www.ncbi.nlm.nih.gov/pubmed/5709340
http://www.ncbi.nlm.nih.gov/pubmed/5709340
http://www.ncbi.nlm.nih.gov/pubmed/5709340
http://www.ncbi.nlm.nih.gov/pubmed/3577663
http://www.ncbi.nlm.nih.gov/pubmed/3577663
http://www.ncbi.nlm.nih.gov/pubmed/3577663
http://www.ncbi.nlm.nih.gov/pubmed/26341739
http://www.ncbi.nlm.nih.gov/pubmed/26341739
http://www.ncbi.nlm.nih.gov/pubmed/26341739
http://www.ncbi.nlm.nih.gov/pubmed/26341739
http://www.ncbi.nlm.nih.gov/pubmed/1332619
http://www.ncbi.nlm.nih.gov/pubmed/1332619
http://www.ncbi.nlm.nih.gov/pubmed/1332619


Central
Bringing Excellence in Open Access





Guchhait et al. (2016)
Email: 

J Hematol Transfus 4(3): 1052 (2016) 6/7

19. Conran N, Costa FF. Hemoglobin disorders and endothelial cell 
interactions. Clin Biochem. 2009; 42: 1824-1838.

20. Kauskot A, Hoylaerts MF. Platelet receptors. Handb Exp Pharmacol. 
2012; 23-57.

21. Du X. Signaling and regulation of the platelet glycoprotein Ib-IX-V 
complex. Curr Opin Hematol. 2007; 14: 262-269.

22. Annarapu GK, Singhal R, Peng Y, Guchhait P. Inhibition of Hb Binding 
to GP1balpha Abrogates Hb-Mediated Thrombus Formation on 
Immobilized VWF and Collagen under Physiological Shear Stress. PloS 
one. 2016; 11: e0154276.

23. Lebois M, Josefsson EC. Regulation of platelet lifespan by apoptosis. 
Platelets. 2016; 27: 497-504.

24. Schubert J, Uciechowski P, Delany P, Tischler HJ, Kolanus W, Schmidt 
RE. The PIG-anchoring defect in NK lymphocytes of PNH patients. 
Blood. 1990; 76: 1181-1187.

25. Takeda J, Miyata T, Kawagoe K, Iida Y, Endo Y, Fujita T, et al. Deficiency 
of the GPI anchor caused by a somatic mutation of the PIG-A gene in 
paroxysmal nocturnal hemoglobinuria. Cell. 1993; 73: 703-711.

26. Nakakuma H, Nagakura S, Horikawa K, Hidaka M, Kawaguchi T, 
Iwamoto N, et al. Interleukin-2-dependent T-cell lines established 
from paroxysmal nocturnal hemoglobinuria patients. Blood. 1994; 84: 
309-314.

27. Zhang D, Xu C, Manwani D, Frenette PS. Neutrophils, platelets, 
and inflammatory pathways at the nexus of sickle cell disease 
pathophysiology. Blood. 2016; 127: 801-809.

28. Chirico EN, Faës C, Connes P, Canet-Soulas E, Martin C, Pialoux V. Role 
of Exercise-Induced Oxidative Stress in Sickle Cell Trait and Disease. 
Sports Med. 2016; 46: 629-639.

29. Ataga KI, Key NS. Hypercoagulability in sickle cell disease: new 
approaches to an old problem. Hematology Am Soc Hematol Educ 
Program. 2007: 91-96.

30. Araten DJ, Thaler HT, Luzzatto L. High incidence of thrombosis in 
African-American and Latin-American patients with Paroxysmal 
Nocturnal Haemoglobinuria. Thromb Haemost. 2005; 93: 88-91.

31. Li Z, Delaney MK, O’Brien KA, Du X. Signaling during platelet adhesion 
and activation. Arterioscler Thromb Vasc Biol. 2010; 30: 2341-2349.

32. Schäfer A, Wiesmann F, Neubauer S, Eigenthaler M, Bauersachs J, 
Channon KM. Rapid regulation of platelet activation in vivo by nitric 
oxide. Circulation. 2004; 109: 1819-1822.

33. Born GV, Bergquist D, Arfors KE. Evidence for inhibition of platelet 
activation in blood by a drug effect on erythrocytes. Nature. 1976; 
259: 233-235.

34. Bergqvist D, Arfors KE. Haemostatic platelet plug formation in the 
isolated rabbit mesenteric preparation--an analysis of red blood cell 
participation. Thromb Haemost. 1980; 44: 6-8.

35. Alkhamis TM, Beissinger RL, Chediak JR. Red blood cell effect on 
platelet adhesion and aggregation in low-stress shear flow. Myth or 
fact? ASAIO Trans. 1988; 34: 868-873.

36. Aursnes I, Stenberg-Nilsen H. Low dose infusion of adenosine 
diphosphate prolongs bleeding time in rats and rabbits. Thromb Res. 
1992; 68: 67-74.

37. Doni MG, Aragno R. ADP-induced platelet aggregation in vivo after 
exclusion of different circulatory districts. Experientia. 1975; 31: 
1224-1225.

38. Radomski MW, Palmer RM, Moncada S. Endogenous nitric oxide 
inhibits human platelet adhesion to vascular endothelium. Lancet. 
1987; 2: 1057-1058.

39. Silvain J, Pena A, Cayla G, Brieger D, Bellemain-Appaix A, Chastre T, 
et al. Impact of red blood cell transfusion on platelet activation and 
aggregation in healthy volunteers: results of the TRANSFUSION study. 
Eur Hrt Jrnl. 2010; 31: 2816-2821.

40. Megson IL1, Sogo N, Mazzei FA, Butler AR, Walton JC, Webb DJ. 
Inhibition of human platelet aggregation by a novel S-nitrosothiol is 
abolished by haemoglobin and red blood cells in vitro: implications 
for anti-... Br J Pharmacol. 2000; 131: 1391-1398.

41. Hugel B, Socie G, Vu T, Toti F, Gluckman E, Freyssinet JM, et al. Elevated 
levels of circulating procoagulant microparticles in patients with 
paroxysmal nocturnal hemoglobinuria and aplastic anemia. Blood. 
1999; 93: 3451-3456.

42. Ataga KI. Hypercoagulability and thrombotic complications in 
hemolytic anemias. Haematologica. 2009; 94: 1481-1484.

43. Carr ME. Diabetes mellitus: a hypercoagulable state. J Diabetes 
Complications. 2001; 15: 44-54.

44. Gladwin MT, Kato GJ. Hemolysis-associated hypercoagulability in 
sickle cell disease: the plot (and blood) thickens! Haematologica. 
2008; 93: 1-3.

45. Ataga KI, Orringer EP. Hypercoagulability in sickle cell disease: a 
curious paradox. Am J Med. 2003; 115: 721-728.

46. Singer ST, Kuypers FA, Styles L, Vichinsky EP, Foote D, Rosenfeld H. 
Pulmonary hypertension in thalassemia: association with platelet 
activation and hypercoagulable state. Am J Hematol. 2006; 81: 670-
675.

47. Ataga KI, Cappellini MD, Rachmilewitz EA. Beta-thalassaemia and 
sickle cell anaemia as paradigms of hypercoagulability. Br J Haematol. 
2007; 139: 3-13.

48. Cappellini MD, Robbiolo L, Bottasso BM, Coppola R, Fiorelli G, 
Mannucci AP. Venous thromboembolism and hypercoagulability in 
splenectomized patients with thalassaemia intermedia. Br J Haematol. 
2000; 111: 467-473.

49. Tripatara A, Jetsrisuparb A, Teeratakulpisarn J, Kuaha K. Hemostatic 
alterations in splenectomized and non-splenectomized patients with 
beta-thalassemia/hemoglobin E disease. Thromb Res. 2007; 120: 
805-810.

50. Schilling RF, Gangnon RE, Traver MI. Delayed adverse vascular events 
after splenectomy in hereditary spherocytosis. J Thromb Haemost. 
2008; 6: 1289-1295.

51. Shattil SJ, Hoxie JA, Cunningham M, Brass LF. Changes in the platelet 
membrane glycoprotein IIb. IIIa complex during platelet activation. J 
Biol Chem. 1985; 260: 11107-11114.

52. Da Q, Teruya M, Guchhait P, Teruya J, Olson JS, Cruz MA. Free 
hemoglobin increases von Willebrand factor-mediated platelet 
adhesion in vitro: implications for circulatory devices. Blood. 2015; 
126: 2338-2341.

53. Thachil J. Thrombotic thrombocytopenic purpura: is there more than 
ADAMTS-13? J Thromb Haemost. 2007; 5: 634-635.

54. Sadler JE, Moake JL, Miyata T, George JN. Recent advances in 
thrombotic thrombocytopenic purpura. Hematology Am Soc Hematol 
Educ Program. 2004:407-423.

55. Zhou Z, Yee DL, Guchhait P. Molecular link between intravascular 
hemolysis and vascular occlusion in sickle cell disease. Curr Vasc 
Pharmacol. 2012; 10: 756-761.

56. Zhou Z, Han H, Cruz MA, López JA, Dong JF, Guchhait P. Haemoglobin 
blocks von Willebrand factor proteolysis by ADAMTS-13: a mechanism 
associated with sickle cell disease. Thromb Haemost. 2009; 101: 
1070-1077.

http://www.ncbi.nlm.nih.gov/pubmed/19580799
http://www.ncbi.nlm.nih.gov/pubmed/19580799
http://www.ncbi.nlm.nih.gov/pubmed/22918726
http://www.ncbi.nlm.nih.gov/pubmed/22918726
http://www.ncbi.nlm.nih.gov/pubmed/17414217
http://www.ncbi.nlm.nih.gov/pubmed/17414217
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4841505/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4841505/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4841505/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4841505/
http://www.ncbi.nlm.nih.gov/pubmed/27100842
http://www.ncbi.nlm.nih.gov/pubmed/27100842
http://www.ncbi.nlm.nih.gov/pubmed/1698101
http://www.ncbi.nlm.nih.gov/pubmed/1698101
http://www.ncbi.nlm.nih.gov/pubmed/1698101
http://www.ncbi.nlm.nih.gov/pubmed/8500164
http://www.ncbi.nlm.nih.gov/pubmed/8500164
http://www.ncbi.nlm.nih.gov/pubmed/8500164
http://www.ncbi.nlm.nih.gov/pubmed/7517213
http://www.ncbi.nlm.nih.gov/pubmed/7517213
http://www.ncbi.nlm.nih.gov/pubmed/7517213
http://www.ncbi.nlm.nih.gov/pubmed/7517213
http://www.ncbi.nlm.nih.gov/pubmed/26758915
http://www.ncbi.nlm.nih.gov/pubmed/26758915
http://www.ncbi.nlm.nih.gov/pubmed/26758915
http://www.ncbi.nlm.nih.gov/pubmed/26666745
http://www.ncbi.nlm.nih.gov/pubmed/26666745
http://www.ncbi.nlm.nih.gov/pubmed/26666745
http://www.ncbi.nlm.nih.gov/pubmed/18024615
http://www.ncbi.nlm.nih.gov/pubmed/18024615
http://www.ncbi.nlm.nih.gov/pubmed/18024615
http://www.ncbi.nlm.nih.gov/pubmed/15630496
http://www.ncbi.nlm.nih.gov/pubmed/15630496
http://www.ncbi.nlm.nih.gov/pubmed/15630496
http://www.ncbi.nlm.nih.gov/pubmed/21071698
http://www.ncbi.nlm.nih.gov/pubmed/21071698
http://www.ncbi.nlm.nih.gov/pubmed/15066953
http://www.ncbi.nlm.nih.gov/pubmed/15066953
http://www.ncbi.nlm.nih.gov/pubmed/15066953
http://www.ncbi.nlm.nih.gov/pubmed/1250354
http://www.ncbi.nlm.nih.gov/pubmed/1250354
http://www.ncbi.nlm.nih.gov/pubmed/1250354
http://www.ncbi.nlm.nih.gov/pubmed/7423444
http://www.ncbi.nlm.nih.gov/pubmed/7423444
http://www.ncbi.nlm.nih.gov/pubmed/7423444
http://www.ncbi.nlm.nih.gov/pubmed/3196612
http://www.ncbi.nlm.nih.gov/pubmed/3196612
http://www.ncbi.nlm.nih.gov/pubmed/3196612
http://www.ncbi.nlm.nih.gov/pubmed/1448798
http://www.ncbi.nlm.nih.gov/pubmed/1448798
http://www.ncbi.nlm.nih.gov/pubmed/1448798
http://www.ncbi.nlm.nih.gov/pubmed/1204751
http://www.ncbi.nlm.nih.gov/pubmed/1204751
http://www.ncbi.nlm.nih.gov/pubmed/1204751
http://www.ncbi.nlm.nih.gov/pubmed/2889967
http://www.ncbi.nlm.nih.gov/pubmed/2889967
http://www.ncbi.nlm.nih.gov/pubmed/2889967
https://www.researchgate.net/publication/44888603_Impact_of_red_blood_cell_transfusion_on_platelet_activation_and_aggregation_in_healthy_volunteers_Results_of_the_TRANSFUSION_study
https://www.researchgate.net/publication/44888603_Impact_of_red_blood_cell_transfusion_on_platelet_activation_and_aggregation_in_healthy_volunteers_Results_of_the_TRANSFUSION_study
https://www.researchgate.net/publication/44888603_Impact_of_red_blood_cell_transfusion_on_platelet_activation_and_aggregation_in_healthy_volunteers_Results_of_the_TRANSFUSION_study
https://www.researchgate.net/publication/44888603_Impact_of_red_blood_cell_transfusion_on_platelet_activation_and_aggregation_in_healthy_volunteers_Results_of_the_TRANSFUSION_study
http://www.ncbi.nlm.nih.gov/pubmed/11090112
http://www.ncbi.nlm.nih.gov/pubmed/11090112
http://www.ncbi.nlm.nih.gov/pubmed/11090112
http://www.ncbi.nlm.nih.gov/pubmed/11090112
http://www.ncbi.nlm.nih.gov/pubmed/10233897
http://www.ncbi.nlm.nih.gov/pubmed/10233897
http://www.ncbi.nlm.nih.gov/pubmed/10233897
http://www.ncbi.nlm.nih.gov/pubmed/10233897
http://www.ncbi.nlm.nih.gov/pubmed/19880774
http://www.ncbi.nlm.nih.gov/pubmed/19880774
http://www.ncbi.nlm.nih.gov/pubmed/11259926
http://www.ncbi.nlm.nih.gov/pubmed/11259926
http://www.ncbi.nlm.nih.gov/pubmed/18166776
http://www.ncbi.nlm.nih.gov/pubmed/18166776
http://www.ncbi.nlm.nih.gov/pubmed/18166776
http://www.ncbi.nlm.nih.gov/pubmed/14693325
http://www.ncbi.nlm.nih.gov/pubmed/14693325
http://www.ncbi.nlm.nih.gov/pubmed/16795058
http://www.ncbi.nlm.nih.gov/pubmed/16795058
http://www.ncbi.nlm.nih.gov/pubmed/16795058
http://www.ncbi.nlm.nih.gov/pubmed/16795058
http://www.ncbi.nlm.nih.gov/pubmed/17854302
http://www.ncbi.nlm.nih.gov/pubmed/17854302
http://www.ncbi.nlm.nih.gov/pubmed/17854302
http://www.ncbi.nlm.nih.gov/pubmed/11122086
http://www.ncbi.nlm.nih.gov/pubmed/11122086
http://www.ncbi.nlm.nih.gov/pubmed/11122086
http://www.ncbi.nlm.nih.gov/pubmed/11122086
http://www.ncbi.nlm.nih.gov/pubmed/17382994
http://www.ncbi.nlm.nih.gov/pubmed/17382994
http://www.ncbi.nlm.nih.gov/pubmed/17382994
http://www.ncbi.nlm.nih.gov/pubmed/17382994
http://www.ncbi.nlm.nih.gov/pubmed/18485083
http://www.ncbi.nlm.nih.gov/pubmed/18485083
http://www.ncbi.nlm.nih.gov/pubmed/18485083
http://www.ncbi.nlm.nih.gov/pubmed/2411729
http://www.ncbi.nlm.nih.gov/pubmed/2411729
http://www.ncbi.nlm.nih.gov/pubmed/2411729
http://www.ncbi.nlm.nih.gov/pubmed/26307534
http://www.ncbi.nlm.nih.gov/pubmed/26307534
http://www.ncbi.nlm.nih.gov/pubmed/26307534
http://www.ncbi.nlm.nih.gov/pubmed/26307534
http://www.ncbi.nlm.nih.gov/pubmed/17155955
http://www.ncbi.nlm.nih.gov/pubmed/17155955
http://www.ncbi.nlm.nih.gov/pubmed/15561695
http://www.ncbi.nlm.nih.gov/pubmed/15561695
http://www.ncbi.nlm.nih.gov/pubmed/15561695
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/19492149
http://www.ncbi.nlm.nih.gov/pubmed/19492149
http://www.ncbi.nlm.nih.gov/pubmed/19492149
http://www.ncbi.nlm.nih.gov/pubmed/19492149


Central
Bringing Excellence in Open Access





Guchhait et al. (2016)
Email: 

J Hematol Transfus 4(3): 1052 (2016) 7/7

Annarapu GK, Singhal R, Chawla S, Ojha A, Guchhait P (2016) Hemoglobin Mediated Regulation of Platelet Functions. J Hematol Transfus 4(3): 1052.

Cite this article

57. Zhou Z, Behymer M, Guchhait P. Role of extracellular hemoglobin in 
thrombosis and vascular occlusion in patients with sickle cell anemia. 
Anemia. 2011; 2011: 918916. 

58. Schnog JJ, Kremer Hovinga JA, Krieg S, Akin S, Lämmle B, Brandjes DP, 
et al. ADAMTS13 activity in sickle cell disease. Am J Hematol. 2006; 
81: 492-498.

59. Chen J, Hobbs WE, Le J, Lenting PJ, de Groot PG, López JA. The rate of 
hemolysis in sickle cell disease correlates with the quantity of active 
von Willebrand factor in the plasma. Blood. 2011; 117: 3680-3683.

60. Furlan M, Robles R, Solenthaler M, Wassmer M, Sandoz P, Lammle 
B. Deficient activity of von Willebrand factor-cleaving protease in 
chronic relapsing thrombotic thrombocytopenic purpura. Blood. 
1997; 89: 3097-3103.

61. Tsai HM, Lian EC. Antibodies to von Willebrand factor-cleaving 
protease in acute thrombotic thrombocytopenic purpura. N Engl J 
Med. 1998; 339: 1585-1594.

62. Remuzzi G, Galbusera M, Noris M, Canciani MT, Daina E, Bresin E, et 
al. von Willebrand factor cleaving protease (ADAMTS13) is deficient 
in recurrent and familial thrombotic thrombocytopenic purpura and 
hemolytic uremic syndrome. Blood. 2002; 100: 778-785.

63. Zhou Z GP. Extracellular Hemoglobin regulation of von Willebrand 
factor activity. US Hematology. 2010; 3.

64. Zhou Z, Yee DL, Guchhait P. Molecular link between intravascular 
hemolysis and vascular occlusion in sickle cell disease. Curr Vasc 
Pharmacol. 2012; 10: 756-761.

65. Mason KD, Carpinelli MR, Fletcher JI, Collinge JE, Hilton AA, Ellis S, et 
al. Programmed anuclear cell death delimits platelet life span. Cell. 
2007; 128: 1173-1186.

66. Leytin V, Freedman J. Platelet apoptosis in stored platelet concentrates 
and other models. Transfusion and apheresis science: official journal 
of the World Apheresis Association: official journal of the European 
Society for Haemapheresis. 2003; 28: 285-295.

67. Schoenwaelder SM, Yuan Y, Josefsson EC, White MJ, Yao Y, Mason 
KD, et al. Two distinct pathways regulate platelet phosphatidylserine 
exposure and procoagulant function. Blood. 2009; 114: 663-666.

68. Jackson SP, Schoenwaelder SM. Procoagulant platelets: are they 
necrotic? Blood. 2010; 116: 2011-2008.

69. Festjens N, Vanden Berghe T, Vandenabeele P. Necrosis, a well-
orchestrated form of cell demise: signalling cascades, important 
mediators and concomitant immune response. Biochim Biophys Acta. 
2006; 1757: 1371-1387.

70. Munnix IC, Cosemans JM, Auger JM, Heemskerk JW. Platelet response 
heterogeneity in thrombus formation. Thromb Haemost. 2009; 102: 
1149-56.

71. Kulkarni S, Woollard KJ, Thomas S, Oxley D, Jackson SP. Conversion 
of platelets from a proaggregatory to a proinflammatory adhesive 
phenotype: role of PAF in spatially regulating neutrophil adhesion and 
spreading. Blood. 2007; 110: 1879-1886.

http://www.ncbi.nlm.nih.gov/pubmed/21490767
http://www.ncbi.nlm.nih.gov/pubmed/21490767
http://www.ncbi.nlm.nih.gov/pubmed/21490767
http://www.ncbi.nlm.nih.gov/pubmed/16755558
http://www.ncbi.nlm.nih.gov/pubmed/16755558
http://www.ncbi.nlm.nih.gov/pubmed/16755558
http://www.ncbi.nlm.nih.gov/pubmed/21300978
http://www.ncbi.nlm.nih.gov/pubmed/21300978
http://www.ncbi.nlm.nih.gov/pubmed/21300978
http://www.ncbi.nlm.nih.gov/pubmed/9129011
http://www.ncbi.nlm.nih.gov/pubmed/9129011
http://www.ncbi.nlm.nih.gov/pubmed/9129011
http://www.ncbi.nlm.nih.gov/pubmed/9129011
http://www.ncbi.nlm.nih.gov/pubmed/9828246
http://www.ncbi.nlm.nih.gov/pubmed/9828246
http://www.ncbi.nlm.nih.gov/pubmed/9828246
http://www.ncbi.nlm.nih.gov/pubmed/12130486
http://www.ncbi.nlm.nih.gov/pubmed/12130486
http://www.ncbi.nlm.nih.gov/pubmed/12130486
http://www.ncbi.nlm.nih.gov/pubmed/12130486
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/22272904
http://www.ncbi.nlm.nih.gov/pubmed/17382885
http://www.ncbi.nlm.nih.gov/pubmed/17382885
http://www.ncbi.nlm.nih.gov/pubmed/17382885
http://europepmc.org/abstract/med/12725956
http://europepmc.org/abstract/med/12725956
http://europepmc.org/abstract/med/12725956
http://europepmc.org/abstract/med/12725956
http://www.ncbi.nlm.nih.gov/pubmed/19387006
http://www.ncbi.nlm.nih.gov/pubmed/19387006
http://www.ncbi.nlm.nih.gov/pubmed/19387006
http://www.ncbi.nlm.nih.gov/pubmed/20538794
http://www.ncbi.nlm.nih.gov/pubmed/20538794
http://www.ncbi.nlm.nih.gov/pubmed/16950166
http://www.ncbi.nlm.nih.gov/pubmed/16950166
http://www.ncbi.nlm.nih.gov/pubmed/16950166
http://www.ncbi.nlm.nih.gov/pubmed/16950166
http://www.ncbi.nlm.nih.gov/pubmed/19967145
http://www.ncbi.nlm.nih.gov/pubmed/19967145
http://www.ncbi.nlm.nih.gov/pubmed/19967145
http://www.ncbi.nlm.nih.gov/pubmed/17548580
http://www.ncbi.nlm.nih.gov/pubmed/17548580
http://www.ncbi.nlm.nih.gov/pubmed/17548580
http://www.ncbi.nlm.nih.gov/pubmed/17548580

	Hemoglobin Mediated Regulation of Platelet Functions
	Abstract
	Abbreviations 
	Introduction
	Hemoglobin: pathophysiological roles
	Hemoglobin: impaired coagulation and thrombotic events 
	Hemoglobin: impaired platelet functions 
	Hb binding to GP1b and platelet activation
	Hb binding to VWF enhances platelet adhesion and activation
	Hb mediated platelet apoptosis and necrosis

	Conclusion and Future prospective
	Acknowledgement
	References
	Figure 1

