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Disadvantaged populations across the globe exhibit a disproportionate burden of chronic kidney disease (CKD) because of
differences in CKD occurrence and outcomes. Although many CKD risk factors can be managed and modified to optimize clinical
outcomes, the prevailing socioeconomic and cultural factors in disadvantaged populations, more often than not, militate against
optimum clinical outcomes. In addition, disadvantaged populations exhibit a broader spectrum of CKD risk factors and may be
genetically predisposed to an earlier onset and a more rapid progression of chronic kidney disease. A basic understanding of the
vulnerabilities of the disadvantaged populations will facilitate the adaptation and adoption of the kidney disease treatment and
prevention guidelines for these vulnerable populations. The purpose of this paper is to examine recent discoveries and data on
CKD occurrence and outcomes in disadvantaged populations and explore strategies for the prevention and treatment of CKD in
these populations based on the established guidelines.

1. Background and Epidemiology

The global prevalence of chronic kidney disease (CKD) is in-
creasing and creating enormous socioeconomic burdens for
patients, families, society, and the health care system across
the globe. Data from the third National Health and Nutrition
Examination Survey (NHANES 1999–2004) suggest that
about 1 out of 8 adult Americans exhibit evidence of
CKD [1]. Comparable estimates have been reported in
Asia [2], Australia [3], and across Europe [4–6]. The lack
of national registries and limited representative national
surveys in developing countries make the estimation of the
burden of CKD in these countries difficult. However, the
risk factors for CKD are known to be just as prevalent in
many developing countries as in the developed countries.
Therefore, the burden of CKD in those developing countries
may be comparable to those of the developed countries.
In addition, developing countries exhibit a disproportionate
burden of infectious and environmental factors that broaden
the spectrum of CKD risk factors and is apt to increase CKD

burden. A greater understanding of CKD onset and progres-
sion among racial/ethnic minorities and socioeconomically
disadvantaged persons in the US may provide insights into
CKD burdens in similar populations globally.

The Kidney Disease Outcomes Quality Initiative
(KDOQI) guidelines by the National Kidney Foundation in
2002 defined CKD as functional and structural abnormalities
of the kidneys that persist for more than three months. This
widely publicized and generally accepted guidelines in-
cluded the presence of markers of kidney damage such as
albuminuria in the definition of CKD and established five
progressive stages based on a sustained reduction in the
estimated glomerular filtration rate (eGFR) with specific
evaluation and treatment recommendations [7]. (Table 1)
This expanded definition of CKD allows for the identification
of CKD in its earliest stages when the eGFR might still be
well within the normal limits and is critical to early detection
and treatment of CKD.

There is a dearth of population-based prevalence data on
the different stages of CKD across the globe. In the United
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Table 1: Stages of chronic kidney disease.

Stage Description eGFR (mL/min/1.73m2)
Prevalence estimates,

1988–1994
Prevalence estimates,

1999–2004

1
Slight kidney damage
with normal or
increased filtration

More than 90 1.7% (95% CI 1.3%–2.2%) 1.8% (95% CI 1.4%–2.3%)

2
Mild decrease in kidney
function

60–89 2.7% (95% CI 2.2%–3.2%) 3.2% (95% CI 2.6%–3.9%)

3
Moderate decrease in
kidney function

30–59 5.4% (95% CI 4.9%–6.0%) 7.7% (95% CI 7.0%–8.4%)

4
Severe decrease in
kidney function

15–29
0.21% (95% CI
0.15%–0.27%)

0.35% (95% CI
0.25%–0.45%)

Data from [1].

States (US), the National Health and Examination Survey
estimated that the prevalence of CKD stages from 1 to 4
increased from 10.0% (95% confidence interval [CI], 9.2%–
10.9%) in 1988–1994 to 13.1% (95% CI, 12.0%–14.1%) in
1999–2004 with a prevalence ratio of 1.3 (95% CI, 1.2–
1.4). The specific prevalence estimates for CKD stages 1
to 4 in 1988–1994 and 1999–2004 are as shown in Table 1
[1]. Although the CKD prevalence data across Europe are
comparable to those of the US, the progression of CKD to
treated end-stage renal disease (ESRD) is generally slower in
Europe than in the USA [8].

2. Risk Factors and Rate of Progression

The increasing prevalence of diabetes across the nations
is the greatest risk factor for CKD in the world. It has
been estimated that there would be 366 million adults with
diabetes worldwide by the year 2030 [9]. The prevalence
of diabetes in developing countries is rapidly approaching
that of developed countries. In Mexico, the prevalence
of diabetes is as high as 25% among 25 to 40-year-old
Mexicans [10]. The rising rates of diabetes in developing
countries will engender a disproportionate burden of CKD
in these disadvantaged populations. Diabetic nephropathy
is becoming increasingly recognized as the leading cause of
CKD in both the developed and many developing countries.
In fact, diabetic nephropathy accounts for 65% of the ESRD
in Puerto Rico [11] and is a common cause of ESRD in many
countries in Africa and the Middle East [12].

The onset and progression of CKD vary from one
etiology to another and from patient to patient, even with the
same etiology. Regardless of the etiology, established CKD
can accelerate its own course by inducing cardiovascular
(CV) disease and metabolic complications. The risk of this
CV disease and hence the rate of CKD progression is gener-
ally higher at stages 3–5 than at earlier stages of CKD [13].
The presence of multiple risk factors such as hypertension
and lipid disorders is also apt to promote an earlier onset
and a more rapid progression of CKD, and may explain
the fact that hypertension and diabetes account for two-
thirds of the ESRD in the United States [14]. Disadvantaged
populations, particularly in developing countries, frequently
exhibit multiple risk factors for CKD and harbor nontra-
ditional risk factors such as schistosomiasis, tuberculosis

and amyloidosis [15]. Environmental pollution, pesticides,
analgesic abuse, herbal medications, and unregulated food
additives also contribute to the disproportionate burden of
CKD in many disadvantaged populations worldwide [16].

The progression of CKD to ESRD has been reported to
be more rapid in the USA than in Europe. Within the USA
however, the prevalence of early CKD is comparable across
racial/ethnic categories but the progression of CKD to ESRD
is far more rapid among minority populations, with ESRD
rates nearly 4-fold higher among African Americans in com-
parison to US Whites, despite similar prevalence rates of early
CKD [17]. The rapid progression of CKD to ESRD among
minority populations in the USA is largely attributable
to higher prevalence and greater severity of diabetes and
hypertension, lower socioeconomic status, lesser access to
care, excess exposure to environmental toxins, and other
factors [18]. Compared with Whites, African Americans
have much higher rates and earlier onset of diabetes and
hypertension and exhibit greater rates of diabetic and hyper-
tensive complications such as CKD, stroke, and heart disease
[19]. In spite of the effectiveness of the control of serum
glucose and blood pressure levels to mitigate the progression
of diabetic nephropathy [20], the overall blood pressure
control remains unacceptably low ranging from 50% in the
USA [21] to about 64% in Canada [22]. The pathologic
synergy of hypertension with diabetes as well as the higher
rate of hypertension and the lower rate of blood pressure
control may contribute to the more rapid progression of
CKD to ESRD amongst African Americans. Given the high
prevalence of hypertension, particular attention to its control
is paramount for preventing CKD initiation and progression
(Figure 1).

Although the pathophysiologic basis for the variation
in the progression of CKD to ESRD across populations is
probably multifactorial and currently poorly understood,
it is becoming increasingly apparent that gene-based dif-
ferences in disease profile [23] may contribute to the
disproportionate burden of CKD across populations. A few
rare kidney diseases exhibit monogenic abnormalities with
Mendelian patterns of inheritance but genetic variations are
becoming increasingly associated with an increased risk of
developing common kidney diseases in population-based
genetic studies. Genome-wide admixture mapping studies
have recently revealed variations in the regions of MYH9 and
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Figure 1: Algorithm for a comprehensive approach to hypertension control in disadvantaged persons with chronic kidney disease (CKD).
SBP; systolic blood pressure; DBP; diastolic blood pressure; BB; beta blocker; ACEI; angiotensin converting enzyme inhibitor; ARB;
angiotensin receptor blocker; CV; cardiovascular; CCB; calcium channel blocker; eGFR; estimated glomerular filtration rate. Adapted from
Martins et al. [27].

APOL 1 on chromosome 22 that protect against a lethal form
of African sleeping sickness but are highly associated with an
increased risk of nondiabetic CKD [24] and may explain as
much as 70% of the differences in the rates of ESRD between
US Whites and African Americans [25]. In addition, genetic
differences have been known to modulate ethnic responses
to therapeutic agents and may contribute to differences in
CKD outcomes across racial and ethnic lines [26]. The
understanding of the epidemiologic, genetic, and socio-
cultural nuances of CKD among disadvantaged populations
worldwide will facilitate the development of appropriate
treatment strategies that will optimize the clinical outcomes
in these vulnerable populations.

3. Evaluation and Treatment

The earliest stage of CKD is characterized by the presence
of microalbuminuria and a normal eGFR. This subtle man-
ifestation of CKD has been associated with a 25- to 40-fold
increase in the risk for ESRD and carries comparable risks of
developing CV disease and ESRD as stage 3 CKD [28]. In an
analysis of persons with optimal and high-normal BP, there
was no significant difference in the risk of microalbuminuria
among Whites, but a trend toward increased risk of microal-
buminuria among Mexican Americans (OR 1.16; CI 0.90–
1.51), and a significantly increased risk of microalbuminuria
among African Americans (OR 1.30; CI 1.04–1.64) was
observed [29]. The greater risk of proteinuria exhibited by

Table 2: Cardiovascular disease risk factors associated with CKD
progression.

Modifiable

High blood pressure

Dyslipidemia (e.g., elevated LDL, decreased HDL)

Diabetes mellitus

Smoking

Overweight and obesity

Atherosclerosis

Coronary artery disease

Congestive heart failure

Unmodifiable

Age (≥ 65 years)

Family history of premature CVD

Male gender

Menopause

US racial ethnic minority status (African Americans,
American Indians, and Asian Americans)

Data from [7].

African Americans at any given level of increased BP may
contribute in part to the nearly fivefold greater increase in
the overall incidence of hypertension-related ESRD among
African Americans compared to Whites, as well as the more
than 15 times greater rates of hypertension-related ESRD for



4 International Journal of Nephrology

Table 3: Life style modifications for cardiovascular risk reduction.

Goals Lifestyle Modifications

Weight loss
Lose weight gradually by making permanent changes in daily diet for the entire family.
Initiate a 10 kcal per pound of body weight per day diet.
Set a reasonable weight loss goal (1-2 lb/week for first 3–6 months).

Dietary goals:
Low fat
Low sodium
High potassium
High calcium

Eat more broiled and steamed foods.
Eat more grains, fresh fruits, and vegetables.
Eat fewer fats and use healthier fats, such as olive oil.
Eat fewer processed foods, fast foods, and fried foods.
Read labels and pay attention to the sodium salt and fat content of foods.
Do not season foods with smoked meats, such as bacon and ham hocks.
If lactose intolerant, try lactose-free milk or yogurt, or drink calcium-fortified juices, or soy milk.

Physical fitness
Increase physical activity as part of the daily routine: e.g., if currently sedentary, get off the bus 6
blocks from home or walk in the evening with spouse, friend or group.
Gradually increase time spent at an enjoyable physical activity to 30–45 minutes 3–5 days/week.

Stress management
Learn stress reduction techniques and coping skills for specific stressors in the work and/or home
environment. Meditation, Relaxation, Yoga, Biofeedback, others.

Smoking cessation Stop smoking and advocate for a smoke-free environment

Alcohol moderation Drink no more than 2 beers, 1 glass of wine, or 1 shot of hard liquor per day (50% less for women).

Adapted from Martins DS and Norris KC. Hypertension treatment in African-American: Physiology is less important than sociology. Cleveland Clinic Journal
of Medicine. 2004; 71(9) 735-743.

young African-American men between the ages of 20 and 44
compared to their White counterparts [30].

Cardiovascular risk factors (Table 2) and the presence
of CV disease accelerate the progression of CKD and
confer additional risk of mortality [31]. Conversely, all
stages of CKD are associated with an increased risk for
CV death and complications [32]. A substantial portion of
the etiologic suppositions and therapeutic strategy in disad-
vantaged populations revolve around the important role of
the rennin-angiotensin system (RAS) in the modulation of
hypertension and the mediation of the hypertension-related
complications. The documented role of RAS as a facilitator
of the progression of CKD engendered the expectation of an
attenuated risk of hypertension-related end-organ damage
in populations with low-renin hypertension. But contrary to
this expectation, many African Americans with high rates of
sodium sensitivity and low plasma renin levels experience
more severe hypertension-related end-organ complications
such as proteinuria and cardiorenal disease [33]. The disso-
ciation of the circulating RAS from the intrarenal RAS has
been suggested as a probable mechanism for this unusual
experience based on the observation that upregulation of the
intrarenal RAS accompany renal interstitial inflammation
and oxidative stress in the kidneys and cardiovascular
tissues of salt-sensitive rats fed a high-salt diet [34]. Despite
the low circulating renin level, RAS blockade reversed
endothelial dysfunction, attenuated proteinuria, and reduced
renal injury independent of blood pressure changes in
animal models [35], making RAS inhibition a rational
therapeutic strategic option for low renin hypertension in
CKD, particularly in African Americans with CKD where
local RAS upregulation in the kidney could exacerbate both
diabetic and hypertensive CKD [27].

The effectiveness of this therapeutic strategy has been
demonstrated in the large prospective African Ameri-
can Study of Kidney Disease and Hypertension (AASK)

that examined the effects of two levels of blood-pressure
control (standard: ∼135–140/85–90 mmHg and intensive:
≤120/80 mmHg) and three classes of initial antihypertensive
therapy (Angiotensin Converting Enzyme [ACE] inhibitor,
beta blocker or calcium channel blocker) on the progres-
sion and outcomes of hypertensive renal disease, excluding
individuals with substantial proteinuria (>2.5 g per day),
diabetes, or other causes of CKD and established that the
development of ESRD, doubling of serum creatinine, or
death was less frequent in the ACE inhibitor group than
in the beta-blocker or calcium-channel-blocker groups [36].
Although there was no difference in the progression of CKD
between the blood pressure level groups in the original study,
a subsequent follow-up study demonstrated a potential
benefit of blood pressure less than 130/80 mmHg among the
participants with protein to creatinine excretion ratio greater
than 0.22 (hazard ratio, 0.73; P = 0.01) at baseline [37].

4. Secondary Prevention

The prevention of CKD has to be part of a comprehensive CV
disease prevention strategy to be affordable and cost-effective
particularly among disadvantaged populations. Many of the
risk factors for CV disease are behavioral and modifiable
(Table 3). The identification and communication of the risk
attributable to health beliefs and behaviors within the con-
text of overall CV disease burden and risk for CKD should
engage and encourage the patient to be proactive in risk
reduction strategies. The inclusion of additional culturally
appropriate healthcare professionals (e.g., a dietitian, phar-
macist, and social worker) and/or family members can be an
effective strategy to facilitate communication and reinforce
recommended therapeutic lifestyle changes. The KDOQI
Clinical Practice Guidelines on Hypertension and Antihy-
pertensive Agents in Chronic Kidney Disease recommend
initial antihypertensive therapy with an ACE inhibitor or an
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Angiotensin Receptor Blocker (ARB) for patients with CKD,
regardless of ethnicity recognizing that many will require
combination therapy with a diuretic [38]. The evaluation
of response to therapy should include not only checking
that blood pressure is less than the recommended target of
130/80 mmHg but assessing complications and monitoring
the change in the level of proteinuria, which is a powerful
predictor of progression of hypertensive kidney disease in
all patients at any given eGFR in all patients [39]. While
the cost effectiveness of screening the general population
with microalbuminuria is debatable, it is generally accepted
as reasonable to target individuals with cardiovascular risk
factors for CKD screening using microalbuminuria.

5. Conclusion

The management of CKD in disadvantaged populations
requires a comprehensive approach and a detailed atten-
tion to the prevailing socioeconomic and cultural factors
that often militate against optimum clinical outcomes in
these vulnerable persons. Lessons learned from racial/ethnic
minorities and socioeconomically disadvantaged persons in
the USA may provide insights into the care of similar
populations globally. It is our recommendation that the
initial evaluation of patients with CKD be broad enough to
uncover nontraditional risk factors for CKD and include a
comprehensive cardiovascular assessment. We reiterate that
the initial therapy for treating hypertension and/or protein-
uria in all patients with CKD comprise RAS inhibition with
diuretic, because this combination appears most effective
to achieve BP control and to confer additional cardiorenal
protection beyond that offered by blood-pressure control
alone. However, the overall treatment decision should be
guided by individual response, coexisting risk factors and
potential cultural/socioeconomic considerations such as
cost of medications and insurance coverage, which affect
adherence to both pharmacologic and nonpharmacologic
interventions.
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and prevention of diabetic nephropathy: a challenge calling
for mandatory action for Mexico and the developing world,”
Kidney International, Supplement, vol. 68, no. 98, pp. S69–S75,
2005.

[11] A. M. Cusumano, G. G. Garcia, C. Di Gioia, O. Hermida, and
C. Lavorato, “The Latin American dialysis and transplantation
registry (RLDT) annual report 2004,” Ethnicity and Disease,
vol. 16, no. S2, pp. 10–13, 2006.

[12] F. A. M. Shaheen and A. A. Al-Khader, “Preventive strategies
of renal failure in the Arab world,” Kidney International,
Supplement, vol. 68, no. 98, pp. S37–S40, 2005.

[13] A. S. Go, G. M. Chertow, D. Fan, C. E. McCulloch, and
C. Y. Hsu, “Chronic kidney disease and the risks of death,
cardiovascular events, and hospitalization,” New England
Journal of Medicine, vol. 351, no. 13, pp. 1296–1370, 2004.

[14] “United States Renal Data System (USRDS) 2000 Annual
Data”.

[15] R. S. Barsoum, “End-stage renal disease in North Africa,”
Kidney International, Supplement, vol. 63, no. 83, pp. S111–
S114, 2003.

[16] V. Kher, N. E. Madias, J. T. Harrington et al., “End-stage renal
disease in developing countries,” Kidney International, vol. 62,
no. 1, pp. 350–362, 2002.

[17] US Renal Data System, USRDS 2010 annual data report: atlas of
end-stage renal disease in the United States, National Institutes
of Health, National Institute of Diabetes and Digestive and
Kidney Disease, Bethesda, Md, USA, 2010.

[18] K. C. Norris and L. Y. Agodoa, “Unraveling the racial dispari-
ties associated with kidney disease,” Kidney International, vol.
68, no. 3, pp. 914–924, 2005.

[19] W. Rosamond, K. Flegal, K. Furie et al., “Heart disease and
stroke statistics-2008 Update: a report from the American
heart association statistics committee and stroke statistics
subcommittee,” Circulation, vol. 117, no. 4, pp. e25–e46, 2008.



6 International Journal of Nephrology

[20] R. Turner, R. Holman, I. Stratton et al., “Tight blood pres-
sure control and risk of macrovascular and microvascular
complications in type 2 diabetes: UKPDS 38,” British Medical
Journal, vol. 317, no. 7160, pp. 703–713, 1998.

[21] B. M. Egan, Y. Zhao, and R. N. Axon, “US trends in prevalence,
awareness, treatment, and control of hypertension, 1988–
2008,” Journal of the American Medical Association, vol. 303,
no. 20, pp. 2043–2050, 2010.

[22] F. A. McAlister, K. Wilkins, M. Joffres et al., “Changes in the
rates of awareness, treatment and control of hypertension in
Canada over the past two decades,” CMAJ, vol. 183, no. 9, pp.
1007–1013, 2011.

[23] W. H. L. Kao, M. J. Klag, L. A. Meoni et al., “MYH9 is
associated with nondiabetic end-stage renal disease in African
Americans,” Nature Genetics, vol. 40, no. 10, pp. 1185–1192,
2008.

[24] G. Genovese, D. J. Friedman, M. D. Ross et al., “Association
of trypanolytic ApoL1 variants with kidney disease in African
Americans,” Science, vol. 329, no. 5993, pp. 841–845, 2010.

[25] B. I. Freedman, J. B. Kopp, C. D. Langefeld et al., “The
Apolipoprotein L1 (APOL1) gene and nondiabetic nephropa-
thy in African Americans,” Journal of the American Society of
Nephrology, vol. 21, no. 9, pp. 1422–1426, 2010.

[26] B. J. Materson, D. J. Reda, W. C. Cushman et al., “Single-
drug therapy for hypertension in men—a comparison of six
antihypertensive agents with placebo,” New England Journal of
Medicine, vol. 328, no. 13, pp. 914–921, 1993, Erratum in: New
England Journal of Medicine, vol. 330, no. 23, p. 1689, 1994.

[27] K. C. Norris, N. Tareen, D. Martins, and N. D. Vaziri,
“Implications of ethnicity for the treatment of hypertensive
kidney disease, with an emphasis on African Americans,”
Nature Clinical Practice Nephrology, vol. 4, no. 10, pp. 538–549,
2008.

[28] P. E. de Jong, M. van der Velde, R. T. Gansevoort, and
C. Zoccali, “Screening for chronic kidney disease: where
does Europe go?” Clinical Journal of the American Society of
Nephrology, vol. 3, no. 2, pp. 616–623, 2008.

[29] E. L. Knight, H. M. Kramer, and G. C. Curhan, “High-normal
blood pressure and microalbuminuria,” American Journal of
Kidney Diseases, vol. 41, no. 3, pp. 588–595, 2003.

[30] K. C. Norris and L. Y. Agodoa, “Unraveling the racial dispari-
ties associated with kidney disease,” Kidney International, vol.
68, no. 3, pp. 914–924, 2005.

[31] A. V. Chobanian, G. L. Bakris, H. R. Black et al., “The
seventh report of the Joint National Committee on Prevention,
Detection, Evaluation, and Treatment of High Blood Pressure:
the JNC 7 report,” Journal of the American Medical Association,
vol. 289, no. 19, pp. 2560–2572, 2003.

[32] C. Baigent, K. Burbury, and D. Wheeler, “Premature cardio-
vascular disease in chronic renal failure,” Lancet, vol. 356, no.
9224, pp. 147–152, 2000.

[33] F. C. Luft, C. E. Grim, N. Fineberg, and M. C. Weinberger,
“Effects of volume expansion and contraction in normoten-
sive whites, blacks, and subjects of different ages,” Circulation,
vol. 59, no. 4, pp. 643–650, 1979.

[34] G. Chandramohan, Y. Bai, K. Norris, B. Rodriguez-Iturbe,
and N. D. Vaziri, “Effects of dietary salt on intrarenal
angiotensin system, NAD(P)H oxidase, COX-2, MCP-1 and
PAI-1 expressions and NF-κB activity in salt-sensitive and -
resistant rat kidneys,” American Journal of Nephrology, vol. 28,
no. 1, pp. 158–167, 2007.

[35] H. Hayakawa, K. Coffee, and L. Raij, “Endothelial dysfunction
and cardiorenal injury in experimental salt-sensitive hyperten-
sion: effects of antihypertensive therapy,” Circulation, vol. 96,
no. 7, pp. 2407–2413, 1997.

[36] J. T. Wright Jr., G. Bakris, T. Greene et al., “Effect of
blood pressure lowering and antihypertensive drug class on
progression of hypertensive kidney disease: results from the
AASK trial,” Journal of the American Medical Association, vol.
288, no. 19, pp. 2421–2431, 2002, Erratum in: Journal of the
American Medical Association, vol. 295, no. 23, p. 2726, 2006.

[37] L. J. Appel, J. T. Wright Jr., T. Greene et al., “Intensive blood-
pressure control in hypertensive chronic kidney disease,” New
England Journal of Medicine, vol. 363, no. 10, pp. 918–929,
2010.

[38] “K/DOQI Clinical Practice Guidelines on Hypertension and
Antihypertensive Agents in Chronic Kidney Disease. Executive
summary,” American Journal of Kidney Diseases, vol. 42,
supplement 1, pp. 16–33, 2004.

[39] J. Lea, T. Greene, L. Hebert et al., “The relationship between
magnitude of proteinuria reduction and risk of end-stage renal
disease: results of the African American study of kidney disease
and hypertension,” Archives of Internal Medicine, vol. 165, no.
8, pp. 947–953, 2005.


	Background and Epidemiology
	Risk Factors and Rate of Progression
	Evaluation and Treatment
	Secondary Prevention
	Conclusion
	Disclosures
	Acknowledgment
	References

