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Abstract
Elevated plasma levels of high sensitivity C-reactive protein (hs-CRP), the prototype acute phase protein,
are predictive for future cardiovascular events. Inclusion of information on hs-CRP values in patients with other
cardiovascular risk factors assist physicians in medical decision making. Evidence also suggests that CRP plays
a direct role in cardiovascular disease by activating the complement system and interacting with macrophages via
Fcγ receptors. Thus, specific CRP inhibition may be a novel approach for reducing cardiovascular mortality. Here,
we discuss the road map to the development of CRP inhibitors. As the topic is scientifically very controversial, the
road map to drug development is severely influenced by diverse scientific views and also patent law considerations.
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Background
For almost 15 years now, the role of C-reactive protein (CRP) in
cardiovascular disease has been a very controversial topic of debate.
The reasons for this international interest are summarized as follows:
First, CRP has been identified as a powerful marker of cardiovascular
risk. Secondly, evidence suggests that CRP may be causally involved
in arteriosclerosis and its sequelae. If so, CRP may thirdly be a target
for drug development. Whereas the role of CRP as a cardiovascular
risk marker is almost generally accepted, both, its role as a risk factor
and its role as potential drug target still lack international consensus.
Here, we try to summarize the opposing arguments that were put
forward by various groups and we also report on potential progress in
pharmaceutical targeting of CRP.

Contradictory, however, is the fact that CRP is not an acute phase
protein in some higher organisms, especially in mice [3]. The latter has
caused substantial difficulties in CRP research because the mouse is
certainly the most broadly and easily available mammalian organism
in experimental research. These species differences have led to some
less reasonable experimental approaches to unravel CRP function,
especially the overexpression of human CRP in mice or rabbits [5,6].
The latter, in fact, results in overpression of a foreign antigen in the
target organisms that causes unforeseeable and confounding effects to
the experimental results [7].
The so far identified biological functions of CRP in humans include:
1. Activation of the classical complement pathway via C1q binding
[8], 2. Opsonization of biological particles for macrophages [9], and
3. Binding to and signalling via Fcγ-receptors [10-12]. Interestingly,
these major CRP functions are also typical antibody functions [13].
It is therefore not unlikely that CRP has been the first antibody-like
molecule in the evolution of the immune system. Since adaptive
immunity has developed in higher organisms and many of the original
CRP functions may have been taken over and improved by antibodies,
CRP may well be an atavism in the human immune system.

C-reactive protein

C-reactive protein as a cardiovascular risk marker

C-reactive protein, the prototype acute phase protein in humans, is
a pentameric molecule with a monomer molar mass of 25106 Da that
has originally been identified by Tillet and Francis at the Rockefeller
University in 1930 via its ability to bind to the C-fragment of
streptococcus pneumoniae [1]. CRP is widely used in clinical medicine
to monitor acute phase response, e.g. in intensive care medicine to
control the effect of antibiotics in the treatment of pneumonia or sepsis
[2]. CRP is synthesized almost exclusively in the liver in response to
cytokines, mainly IL-1β and IL-6. The plasma half-life of the molecule
is ~19 hrs. In acute phase response, CRP plasma levels rise up to 1000
times compared to normal [3].

The first report on CRP as a cardiovascular risk marker was
published by Frits Haverkate and colleagues in 1997 [14], and since
then it was developed by several well controlled trials [15-17]. In 2007,
the American Heart Association published a statement [18] claiming
that “from all inflammatory biomarkers associated with CHD CRP is
the only one that is employable in the clinical setting (commercially
available, cheap, standardized assay with adequate precision).” It was

Although CRP belongs to the most regularly quantified molecules in
clinical medicine there is still substantial uncertainty about its biological
function. CRP appeared very early in the evolution of the immune
system as evidenced by the fact that ancient Limulus polyphemes, the
horseshoe crab, expresses a CRP-analogon in its immune system [4].
This early appearance in evolution and its maintenance in the immune
system of mammalians, suggests an important biological role of CRP.
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suggested to quantify “hs-CRP, measured twice, either fasting or nonfasting, with the average expressed in mg/L, in metabolically stable
patients”. Relative risk categories were defined: “Relative risk categories
(low, average, high) correspond to approximate tertiles of value (<1.0,
1.0 to 3.0, >3.0 mg/L), based on an aggregation of population studies.”
Nonetheless, some studies have found less strong correlation of
CRP plasma levels with cardiovascular risk, and thus, some authors
doubt the usefulness of CRP as a cardiovascular risk marker [19]. Also,
association of elevated CRP plasma levels with other diseases puts the
specificity of the original observation into question [20]. A strong case
for CRP as a helpful cardiovascular risk marker in decision making
for patients was made by the JUPITER trial [21]. The JUPITER trial
found that patients with elevated CRP levels without hyperlipidemia
benefited from Statin (HMG-CoA-reductase-inhibitor)-treatment.
Statins were selected because they have been proven to reduce levels of
CRP. A subsequent trial however failed to find that CRP was useful for
determining Statin benefit [22].
In summary, there is international consensus on the usefulness
of measuring CRP plasma levels for the prediction of cardiovascular
risk. Whether this will influence clinical decisions is mainly dependent
on the question whether targeting CRP will reduce the incidence of
cardiovascular events.

C-reactive protein as a cardiovascular risk factor
It may be important to reconsider some traditional rules in
research before coming to a final conclusion on the topic “CRP as a
cardiovascular risk factor”. These include the scientific commitment
not to try to prove a hypothesis, the importance of clarifying the disease
entity experimental research is performed on and, lastly, awareness of
the fact that in order to investigate a molecule`s role in disease it may
be helpful to reconsider its role in physiology.

Arteriosclerosis
Most research on the topic “CRP as a cardiovascular risk factor” has
been performed on arteriosclerosis as the underlying cause for many
cardiovascular disease entities.
Histopathology in humans: CRP deposition in all stages of
human atherosclerosis has repetitively been demonstrated [23,24].
Interestingly, CRP in lesions deposits in association with activated
complement fragments [24]. Thus, CRP may be the complement
activating molecule in atherogenesis. CRP also colocalizes with
macrophages [25]. As macrophages strongly express Fcγ receptors
[13], macrophages may be the target cells for CRP in atherosclerosis.
In vitro experiments: Numerous in vitro studies have been
published that describe various effects of CRP on vascular cells [3].
Concerning these studies it is important to note that some of the rules
mentioned above have not been considered appropriately. Especially
the reconsideration of the biological roles of CRP has not regularly
been the underlying basis for performing the in vitro experiments.
Consequently, effects of CRP on vascular cells have been reported that
were caused by contaminants of the CRP preparations used [26] and
these artifacts have shed an unnecessarily dark light on the research
topic in general [3].
CRP opsonizes biological particles for macrophages, CRP binds
to and signals via Fcγ-receptors and CRP activates the classical
complement pathway via C1q binding. These biological functions
should be the basis for any in vitro studies on CRP and atherosclerosis.
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CRP and opsonization of LDL for macrophages via Fcγreceptors: The most prominent in vitro studies concerning CRP and
opsonization of biological particles for macrophages report that (1)
CRP binds to various unmodified and modified forms of LDL [27-29]
(2) CRP binds to and signals via Fcγ-receptors [10-12,30]. (3) LDLbound CRP is taken up by macrophages via FcγR-dependent and
FcγR-independent pathways [31] (4) LDL/CRP complexes induce
intracellular Syk Kinase signaling [32].
In summary, colocalization of CRP with macrophages in
atheroslerotic lesions, high expression levels of FcγRs on macrophages
and CRP-mediated LDL uptake into macrophages suggest that CRP
opsonizes LDL for macrophages and is thereby deeply involved in foam
cell formation in atherogenesis.
CRP and complement activation: The most prominent in vitro
studies concerning CRP and complement activation in atherogenesis
report that (1) CRP-mediated complement activation is probably
regulated by the conformation of CRP, either pentameric or monomeric
[33], and (2) CRP may also have protective effects because it stops
complement activation by modified lipoproteins before detrimental
terminal sequence [34].
In summary, colocalisation of CRP with activated complement
fragments in atheroslerotic lesions and complement activation by
CRP/LDL complexes in vitro strongly suggest that lipoprotein-bound
CRP is intimately involved in complement activation in atherogenesis.
Animal experiments: Animal models on CRP and atherosclerosis
have provided very heterogenous results. The major problem is
the fact that CRP is not an acute phase reactant in mice [3]. Thus,
results form CRP knockout models are of unknown relevance [35]
and overexpression of human CRP in mice results in immunological
heterogeneity with unforeseeable effects on the immune system of the
animals [5-7]. Rabbits seem to be the most promising animal model
concerning CRP and atherosclerosis [36] and using inhibitors of CRP
in this animal model may be the best way to receive answers on the
question whether CRP is causal or not [7]. Overexpression of human
CRP in rabbits causes similar problems as overexpression of human
CRP in mice [6].

Myocardial infarction
Histopathology in humans: CRP plasma levels significantly rise
after myocardial infarction indicating the human body`s acute phase
response [37]. CRP also deposits in human myocardial scarces following
myocardial infarction [38]. Here, CRP again colocalizes with activated
complement fragments suggesting that CRP mediated complement
activation in necrotic tissue is a more general phenomenon.
Animal experiments: In rats, CRP also deposits in myocardial
infarcts in the heart, and CRP-mediated complement activation seems
to contribute to myocardial damage [39]. An inhibitor of CRP that crosslinks the CRP subunits and thereby obviously prevents complement
activation, seems to be protective in this animal model [40]. Whether
inhibition of CRP-mediated complement activation after myocardial
infarction is therapeutically useful, is at least questionable. The focus
of therapy should certainly be reopening of the clotted coronary artery.

Dilated cardiomyopathy
The role of CRP in atherosclerosis and ischemic heart failure seems
widely acknowledged. In contrast hardly any data is available on a
potential involvement of CRP in non-ischemic heart failure, i.e. acute

Special Issue 1 • 2011

Citation: Torzewski J, Li K, Zimmermann O (2011) Road Map to Drug Discovery and Development–Inhibiting C-reactive protein for the Treatment of
Cardiovascular Disease. J Bioequiv Availab S1. doi:10.4172/jbb.S1-001

Page 3 of 5
myocarditis and its chronic course named dilated cardiomyopathy
(DCM). In a retrospective study design, CRP was detected within the
myocardium of patients suffering from DCM and, here again, colocalized with macrophages and the terminal complement complex
C5b-9 [41]. It was hypothesized that CRP-mediated activation
of complement could directly contribute to myocardial damage.
Furthermore, colocalization of CRP with macrophages in the
myocardium again suggested a contribution of CRP to opsonisation
and chemotaxis of proinflammatory cells [41]. Nonetheless, neither
a significant correlation of myocardial CRP with hsCRP plasma
levels nor with clinical outcome could be found [41]. Satoh et al.
[42] demonstrated that CRP colocalizes with TNF-α in DCM and
that cardiomyocytes themselves are able to produce both molecules.
This observation may explain the finding that CRP plasma levels are
independent from myocardial CRP amounts. Furthermore, numerous
clinical studies reported increased complication rates, aggravation
of the clinical course and higher mortality in DCM when CRP levels
were elevated [43-45]. In analogy to the JUPITER trial [21] patients
with non-ischemic heart failure were treated with atorvastatin to
reduce systemic inflammation [46]. After 12 weeks on treatment, CRP
plasma levels were significantly lower compared to the placebo group.
Additionally, clinical performance clearly improved.
In conclusion, there is accumulating evidence that CRP may be
causally involved in the progression of DCM. Significantly more work
will be necessary in order to explore the pathomechanistical impact of
CRP in DCM and myocardial inflammation.

Genetics
1. The focus of genetic studies concerning CRP and cardiovascular
risk is the so-called Mendelian randomization approach.
Mendelian randomization is a method of using measured
variation in genes of known function to examine the causal
effect of a modifiable exposure on disease in non-experimental
studies. Recent studies investigated the association between
genetic polymorphisms that affect CRP gene expression and the
risk of cardiovascular disease [47,48]. Both studies revealed an
absence of increased risk attributable to genetic polymorphisms
that affect CRP gene expression. It was thus concluded that
CRP is unlikely to be a causal factor in cardiovascular disease.
Although this is strong evidence contradicting the hypothesis
that CRP contributes to atherogenesis and its sequeleae it is
important to note that these Mendelian randomization trials
are fraught with difficulties: 1. The studies are based on the
assumption that any causal relationhip between CRP and CVD
is linear, which is not necessarily the case [49].
2. Beside general problems in genetic studies such as population
stratification and linkage disequilibrium, one important issue
in these studies is the problem of “canalization”, i.e. postgenetic adaptation for the genetic effects by other uncontrolled
factors [50].
3. Genetic heterogeneity and complex regulation of CRP gene
expression may confound the results of this approach.

C-reactive protein as a target for drug development
Although considerable effort has been made in order to design
specific CRP inhibitors in the past decade only limited success was
achieved. This is due to the fact that CRP is a very difficult target for
drug design. Considering the structure and also the biological effects
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of CRP that have so far been identified, five strategies may be feasible:
1. Crosslinking of CRP subunits
2. Antisense strategies
3. Inhibition of CRP-mediated complement activation
4. Competetive inhibition of CRP/Fcγ-receptor binding and
5. Inhibition of hepatic CRP synthesis
All these strategies have been examined. The idea to crosslink CRP
subunits led to the identification of a low molecular weight inhibitor
that, in animal models, reduced CRP-mediated complement damage in
the rat myocardium [40]. As this molecule is a more or less ubiquitous
cross-linker, in vivo utility of this inhibitor is at least questionable.
Antisense strategies have led to the design of a CRP antisense molecule
that was demonstrated to reduce CRP-mediated vascular injury
in human CRP transgenic mice [51]. Inhibition of CRP-mediated
complement activation via blockage of the C1q binding site was not
possible due to sterical reasons. Competetive inhibition of CRP/CRPreceptor binding was considered but found to be unreasonable in view
of the identification of Fcγ-receptors being the cellular receptors for
CRP. Lastly, inhibition of hepatic CRP synthesis being one feasible
strategy surprisingly led to the identification of cardiac glycosides
as potent hepatic CRP synthesis inhibitors [52]. This observation
published by our group in 2010 may finally turn out to be very helpful
in coming to a conclusion on the question whether CRP is causal in
cardiovascular disease or not. Cardiac glycosides, for the treatment of
cardiac insufficiency, have been in clinical use since the late 18th century
[53], and much is known about their toxicity and side effects. Clinical
studies with these long known drugs are ethically much easier to justify,
and reformulation of established substance classes has become one of
the leading strategies for drug development. Maybe a reformulation of
cardiac glycosides for CRP synthesis inhibition is possible.
References
1. Tillet WS, Francis T Jr (1930) Serological reactions in pneumonia with a
nonproteinfraction from pneumococcus. J Exp Med 52: 561–571.
2. Marnell L, Mold C, Du Clos TW (2005) C-reactive protein: ligands, receptors
and role in inflammation. Clin Immunol 117: 104-111.
3. Pepys MB, Hirschfield GM (2003) C-reactive protein: a critical update. J Clin
Invest 111: 1805-1812.
4. Nguyen NY, Suzuki A, Boykins RA, Liu TY (1986) The amino acid sequence
of Limulus C-reactive protein. Evidence of polymorphism. J Biol Chem 261:
10456-1065.
5. Paul A, Ko KW, Li L, Yechoor V, McCrory MA, et al. (2004) C-reactive protein
accelerates the progression of atherosclerosis in apolipoprotein E-deficient
mice. Circulation 109: 647-655.
6. Koike T, Kitajima S, Yu Y, Nishijima K, Zhang J, et al. (2009) Human C-reactive
protein does not promote atherosclerosis in transgenic rabbits. Circulation 120:
2088-2094.
7. Torzewski J (2005) C-reactive protein and atherogenesis: new insights from
established animal models. Am J Pathol 167: 923-925.
8. Kaplan MH, Volanakis JE (1974) Interaction of C-reactive protein complexes
with the complement system. I. Consumption of human complement associated
with the reaction of C-reactive protein with pneumococcal C-polysaccharide
and with the choline phosphatides, lecithin and sphingomyelin. J Immunol 112:
2135-2147.
9. Mortensen RF, Osmand AP, Lint TF (1976) Interaction of C-reactive protein
with lymphocytes and monocytes: complement-dependent adherence and
phagocytosis. J Immunol 117: 774-781.

Special Issue 1 • 2011

Citation: Torzewski J, Li K, Zimmermann O (2011) Road Map to Drug Discovery and Development–Inhibiting C-reactive protein for the Treatment of
Cardiovascular Disease. J Bioequiv Availab S1. doi:10.4172/jbb.S1-001

Page 4 of 5
10. Marnell LL, Mold C, Volzer MA, Burlingame RW, Du Clos TW (1995) C-reactive
protein binds to Fc gamma RI in transfected COS cells. J Immunol 155: 21852193.
11. Bodman-Smith KB, Melendez AJ, Campbell I, Harrison PT, Allen JM, et al.
(2002) C-reactive protein-mediated phagocytosis and phospholipase D
signaling through the high-affinity receptor for immunoglobulin G (FcgammaRI).
Immunology 107: 252-260.

29. Chang MK, Binder CJ, Torzewski M, Witztum JL (2002) C-reactive protein
binds to both oxidized LDL and apoptotic cells through recognition of a common
ligand: Phosphorylcholine of oxidized phospholipids. Proc Natl Acad Sci USA
99: 13043-13048.
30. Manolov DE, Röcker C, Hombach V, Nienhaus GU, Torzewski J (2004)
Ultrasensitive confocal fluorescence microscopy of C-reactive protein
interacting with FcγRIIa. Arterioscler Thromb Vasc Biol 24: 2372-2377.

12. Bang R, Marnell L, Mold C, Stein MP, Clos KT, et al. (2005) Analysis of binding
sites in human C-reactive protein for FcγammaRI, FcγammaRIIA, and C1q by
site-directed mutagenesis. J Biol Chem 280: 25095-25102.

31. Zwaka TP, Hombach V, Torzewski J (2001) C-reactive protein-mediated low
density lipoprotein uptake by macrophages: implications for atherosclerosis.
Circulation 103: 1194-1197.

13. Ravetch JV, Bollan S (2001) IgG Fc receptors. Annu Rev Immunol 19: 275-290.

32. Li K, Torzewski J (2011) CRP-induced Syk Kinase signalling in macrophages.
ATVB-supplements.

14. Haverkate F, Thompson SG, Pyke SD, Gallimore JR, Pepys MB (1997)
Production of C-reactive protein and risk of coronary events in stable and
unstable angina. European Concerted Action on Thrombosis and Disabilities
Angina Pectoris Study Group. Lancet 349: 462-466.
15. Koenig W, Sund M, Fröhlich M, Fischer HG, Löwel H, et al. (1999) C-reactive
protein, a sensitive marker of inflammation, predicts future risk of coronary
heart disease in initially healthy middle-aged men: results from the MONICA
(Monitoring of Trends and Determinants in Cardiovascular Disease) Augsburg
Cohort Study, 1984-1992. Circulation 99: 237-242.

33. Ji SR, Wu Y, Potempa LA, Liang YH, Zhao J (2006) Effect of modified
C-reactive protein on complement activation: a possible complement regulatory
role of modified or monomeric C-reactive protein in atherosclerotic lesions.
Arterioscler Thromb Vasc Biol 26: 935-941.
34. Bhakdi S, Torzewski M, Paprotka K, Schmitt S, Barsoom H, et al. (2004)
Possible protective role for C-reactive protein in atherogenesis: complement
activation by modified lipoproteins halts before detrimental terminal sequence.
Circulation 109: 1870-1876.

16. Ridker PM, Hennekens CH, Buring JE, Rifai N (2000) C-reactive protein and
other markers of inflammation in the prediction of cardiovascular disease in
women. N Engl J Med 342: 836-843.

35. Teupser D, Weber O, Rao TN, Sass K, Thiery J, et al. (2011) No reduction of
atherosclerosis in C-reactive protein (CRP)-deficient mice. J Biol Chem 286:
6272-6279.

17. Ridker PM, Rifai N, Rose L, Buring JE, Cook NR (2002) Comparison of
C-reactive protein and low density lipoprotein cholesterol levels in the prediction
of first cardiovascular events. N Engl J Med 347: 1557-1565.

36. Sun H, Koike T, Ichikawa T, Hatakeyama K, Shiomi M, et al. (2005) C-reactive
protein in atherosclerotic lesions: its origin and pathophysiological significance.
Am J Pathol 167: 1139-1148.

18. Sabatine MS, Morrow DA, Jablonski KA, Rice MM, Warnica JW, et al. (2007)
Prognostic significance of high-sensitivity C-reactive protein cut points for
cardiovascular and other outcomes in patients with stable coronary artery
disease. Circulation 115: 1528-1536.

37. Kushner I, Broder ML, Karp D (1978) Control of the acute phase response.
Serum C-reactive protein kinetics after acute myocardial infarction. J Clin
Invest 61: 235-242.

19. Pepys MB (2008) C-reactive protein is neither a marker nor a mediator of
atherosclerosis. Nat Clin Pract Nephrol 4: 234-235.
20. Lee S, Choe JW, Kim HK, Sung J (2011) High-sensitivity C-reactive protein and
cancer. J Epidemiol 21: 161-168.
21. Ridker PM, Danielson E, Fonseca FA, Genest J, Gotto AM Jr, et al. (2008)
JUPITER Study Group. Rosuvastatin to prevent vascular events in men and
women with elevated C-reactive protein. New Engl J Med 359: 2195-2207.
22. Emberson J, Bennett D, Link E, Parish S, Danesh J, et al. (2011) C-reactive
protein concentration and the vascular benefits of statin therapy: an analysis
of 20,536 patients in the Heart Protection Study. Heart Protection Study
Collaborative Group. Lancet 377: 469-476.

38. Lagrand WK, Niessen HW, Wolbink GJ, Jaspars LH, Visser CA, et al. (1997)
C-reactive protein colocalizes with complement in human hearts during acute
myocardial infarction. Circulation 95: 97-103.
39. Griselli M, Herbert J, Hutchinson WL, Taylor KM, Sohail M, et al. (1999)
C-reactive protein and complement are important mediators of tissue damage
in acute myocardial infarction. J Exp Med 190: 1733-1740.
40. Pepys MB, Hirschfield GM, Tennent GA, Gallimore JR, Kahan MC, et al. (2006)
Targeting C-reactive protein for the treatment of cardiovascular disease. Nature
440: 1217-1221.
41. Zimmermann O, Bienek-Ziolkowski M, Wolf B, Vetter M, Baur R, et al. (2009)
Myocardial inflammation and non-ischaemic heart failure: is there a role for
C-reactive protein? Basic Res Cardiol 104: 591-599.

23. Reynolds GD, Vance RP (1987) C-reactive protein immunohistochemical
localization in normal and atherosclerotic human aortas. Arch Pathol Lab Med
111: 265-269.

42. Satoh M, Nakamura M, Akatsu T, Shimoda Y, Segawa I, et al. (2005) C-reactive
protein co-expresses with tumor necrosis factor-alpha in the myocardium in
human dilated cardiomyopathy. Eur J Heart Fail 7: 748-754.

24. Torzewski J, Torzewski M, Bowyer DE, Fröhlich M, Koenig W, et al. (1998)
C-reactive protein frequently colocalizes with the terminal complement complex
in the intima of early atherosclerotic lesions of human coronary arteries.
Arterioscler Thromb Vasc Biol 18: 1386-1392.

43. Dai S, Zhang S, Guo Y, Chu J, Hua W, et al. (2009) C-reactive protein and atrial
fibrillation in idiopathic dilated cardiomyopathy. Clin Cardiol 32: 45-50.

25. Torzewski M, Rist C, Mortensen RF, Zwaka TP, Bienek M, et al. (2000)
C-reactive protein in the arterial intima: role of C-reactive protein receptordependent monocyte recruitment in atherogenesis. Arterioscler Thromb Vasc
Biol 20: 2094-2099.
26. Taylor KE, Giddings JC, van den Berg CW (2005) C-reactive proteininduced in vitro endothelial cell activation is an artefact caused by azide and
lipopolysaccharide. Arterioscler Thromb Vasc Biol 25: 1225-1230.
27. de Beer FC, Soutar AK, Baltz ML, Trayner IM, Feinstein A, et al. (1982) Low
density lipoprotein and very low density lipoprotein are selectively bound by
aggregated C-reactive protein. J Exp Med 156: 230-242.
28. Taskinen S, Hyvonen M, Kovanen PT, Meri S, Pentikaine MO (2005) C-reactive
protein binds to the 3beta-OH group of cholesterol in LDL particles. Biochem
Biophys Res Commun 329: 1208-1216.

J Bioequiv Availab
ISSN:0975-0851 JBB, an open access journal

44. De Gennaro L, Brunetti ND, Cuculo A, Pellegrino PL, Di Biase M (2008)
Systemic inflammation in nonischemic dilated cardiomyopathy. Heart Vessels
23: 445-450.
45. Ishikawa C, Tsutamoto T, Fujii M, Sakai H, Tanaka T, et al. (2006) Prediction
of mortality by high-sensitivity C-reactive protein and brain natriuretic peptide in
patients with dilated cardiomyopathy. Circ J 70: 857-863.
46. Liu M, Wang F, Wang Y, Jin R (2009) Atorvastatin improves endothelial
function and cardiac performance in patients with dilated cardiomyopathy: the
role of inflammation. Cardiovasc Drugs Ther 23: 369-376.
47. Zacho J, Tybjaerg-Hansen A, Jensen JS, Grande P, Sillesen H, et al. (2008)
Genetically elevated C-reactive protein and ischemic vascular disease. N Engl
J Med 359: 1897-1908.
48. Wensley F, Gao P, Burgess S, Kaptoge S, Di Angelantonio E, et al. (2011)
Association between C-reactive protein and coronary heart disease: mendelian

Special Issue 1 • 2011

Citation: Torzewski J, Li K, Zimmermann O (2011) Road Map to Drug Discovery and Development–Inhibiting C-reactive protein for the Treatment of
Cardiovascular Disease. J Bioequiv Availab S1. doi:10.4172/jbb.S1-001

Page 5 of 5
randomisation analysis based on individual participant data. C Reactive Protein
Coronary Heart Disease Genetics Collaboration (CCGC). BMJ 15: 342.

protein-mediated vascular injury requires complement. Arterioscler Thromb
Vasc Biol 30: 1189-1195.

49. Morita H, Nagai R (2009) Genetically elevated C-reactive protein and vascular
disease. N Engl J Med 360: 934.

52. Kolkhof P, Geerts A, Schäfer S, Torzewski J (2010) Cardiac glycosides potently
inhibit C-reactive protein synthesis in human hepatocytes. Biochem Biophys
Res Commun 394: 233-239.

50. Smith GD, Ebrahim S (2003) Mendelian randomization: can genetic
epidemiology contribute to understanding environmental determinants of
disease? International Journal of Epidemiology 32: 1-22.
51. Hage FG, Oparil S, Xing D, Chen YF, McCrory MA, et al. (2010) C-reactive

53. Withering W (1785) An account of the foxglove and some of its medical uses
with practical remarks on dropsy and other diseases, GGJ&J Robinson,
London.

Submit your next manuscript and get advantages of OMICS
Group submissions
Unique features:
•
•
•

User friendly/feasible website-translation of your paper to 50 world’s leading languages
Audio Version of published paper
Digital articles to share and explore

Special features:
•
•
•
•
•
•
•
•

100 Open Access Journals
10,000 editorial team
21 days rapid review process
Quality and quick editorial, review and publication processing
Indexing at PubMed (partial), Scopus, DOAJ, EBSCO, Index Copernicus and Google Scholar etc
Sharing Option: Social Networking Enabled
Authors, Reviewers and Editors rewarded with online Scientific Credits
Better discount for your subsequent articles

Submit your manuscript at: http://www.editorialmanager.com/jbiobio

J Bioequiv Availab
ISSN:0975-0851 JBB, an open access journal

Special Issue 1 • 2011

