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Abstract

Background: There is a paucity of diagnostic and therapeutic facilities in Nigeria to confirm coronary artery disease
and offer appropriate interventional therapy. There is now a private cardiac catheterization laboratory in Lagos but
as there are no sustained Open Heart Surgery programmes, percutaneous coronary interventions are currently
being performed without surgical backup. This study was designed to assess results of stand-alone percutaneous
coronary intervention (PCl) as currently practiced in Lagos, Nigeria.

Methods: This cross-sectional study was conducted between July 2009 and July 2012. The study included all
patients that underwent PCl in Lagos. Data was extracted from a prospectively maintained database.

Results: Coronary artery disease was confirmed in 80 (52.6%) of 152 Nigerians referred with a diagnosis of Ischaemic
Heart Disease. There were 53 males (66.2%) and 27 females (33.8%). The average age was 60.3 +/—9.6 years and
average euroscore was 4.5 +/—3.1. Of the 80 patients, 77 (96.3%) had significant stenoses and were candidates for
revascularization. Distribution of significant stenoses was one in 32 patients (41.5%), two in 11 patients (14.3%),
three in 19 patients (24.7%), four in 13 patients (16.9%) and five in 2 patients (2.6%). PCl was performed in 48
(62.3%) of the patients eligible for revascularization as the coronary anatomy in the remaining patients was not
suitable for PCI. The indication for PCI was for myocardial infarction or unstable angina in 39 patients (81.2%). PCl
was performed with PTCA plus stenting in 41 patients (85.4%) and with PTCA alone in 7 patients (14.6%) with
good angiographic results. Overall 29 of the 48 patients (60.4%) had complete revascularization of significant
stenoses. Complications of PCl were bleeding that required blood transfusion in 1 patient (2.1%), minor femoral
haematomas in 2 patients (4.2%), and a major adverse clinical event in 1 patient (2.1%).

Conclusion: A stand-alone PCl programme has been developed in Lagos, Nigeria. Both elective and urgent PCls
have been performed with no mortalities and a low complication rate. Increased volumes will however accrue and
complete revascularization rates would be improved with the establishment of Open Heart Surgery programmes

to provide CABG as back-up for PCl and alternate therapy for more complex lesions.

Background

Initially thought to be very uncommon in the West
African population, it has been noted that there is now
a rising incidence of coronary artery disease [1-5]. There
has unfortunately been a paucity of diagnostic and inter-
ventional facilities in most West African countries, includ-
ing Nigeria. Efforts are ongoing to establish such facilities
in Nigeria but there are challenges to establishing these
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services and making them sustainable [6-9]. There is cur-
rently no Open Heart Surgery (OHS) programme in
Nigeria with sustained activity.

There has been some progress in the private sector in
Nigeria, with the establishment of private cardiac cathe-
terization services in Lagos (Reddington Multispecialty
Hospital). Additionally, a private diagnostic facility has
also been established in Lagos (First Cardiology Consul-
tants). With the advent of these services, patients sus-
pected of having Ischaemic Heart Disease (IHD) are being
referred to First Cardiology Consultants (FCC) and where
coronary angiography is indicated as part of the cardiac
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evaluation this is performed at the Cardiac Catheterization
suite at the Reddington Multispecialty Hospital (RMH).

Without the support of Open Heart Surgery pro-
grammes in Nigeria difficult choices need to be made
when patients that present with Ischaemic Heart Disease
are found to have significant coronary artery disease.
Where Percutaneous Coronary Intervention PCI is per-
formed, this currently has to be done without surgical
back-up.

The aim of this study was to describe the results of
stand-alone PCI as currently practiced in Nigeria.

Methods
The study population was all patients that underwent
Cardiac catheterization at RMH as part of cardiac evalu-
ation for IHD. Usual vascular access was via the right fem-
oral artery. Coronary Ostia were cannulated and contrast
injected to image and assess the coronary arteries to deter-
mine if intervention was required. Vessels that had tight
ostial stenosis or were heavily calcified were deemed un-
suitable for PCI and were referred abroad for Coronary
Artery Bypass Grafting (CABG). Where the vessels were
diffusely diseased the patients were continued on medical
therapy. Major epicardial vessels or their branches with
stenosis >70% or Left Main Stem Stenosis >50% were
defined as significant stenoses which would require
intervention [10]. These vessels underwent PCI with
PTCA + stenting. Stents used were either Drug Eluting
Stents or Bare Metal Stents. Following PCI, the patients
were monitored overnight in the high dependency unit
to exclude any complications, prior to discharge home.
Following approval by the ethical committee of FCC
data was extracted from a prospectively maintained data-
base. The study period was from July 2009 till July 2012.
The data extracted for analysis was that of Nigerian pa-
tients referred with a diagnosis of suspected IHD who
went on to have cardiac catheterization and coronary
angiography as part of their evaluation. Extracted data
included patient demographics, euroscore, indication
for cardiac catheterization, distribution and severity of
coronary stenoses, type of PCI performed completeness
of revascularization, result of PCI and complications seen.
Data analysis was performed with Microsoft Excel 2010
and results are expressed as numbers, mean + standard
deviation or percentages as appropriate.

Results

152 Nigerians were referred with a diagnosis of IHD of
which 80 were confirmed at coronary angiography to have
Coronary Artery Disease (CAD). These 80 patients with
confirmed CAD were the focus of this study. The sex dis-
tribution of patients with CAD was 53 males (66.2%) and
27 females (35.3%). The average age was 60.3 +/— 9.6 years.
The average euroscore was 4.5 +/- 3.1.
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The 80 patients with CAD had a total of 207 coron-
ary stenoses, of which 171 (82.6%) were significant
stenoses >70% (Table 1). These significant stenoses oc-
curred in 77 patients (96.3%) who were therefore can-
didates for coronary revascularization. Distribution of
the significant stenoses in these 77 patients showed one
significant stenosis in 32 patients (41.5%), two significant
stenoses in 11 patients (14.3%), three significant stenoses
in 19 patients (24.7%), four significant stenoses in 13
patients (16.9%) and five significant stenoses in 2
patients (2.6%).

PCI was performed in 48 patients (62.3%) but 29 pa-
tients (37.7%) did not have PCIL. Of the 29 patients that
did not have PCI, 28 (96.6%) had coronary anatomy un-
suitable for PCI, while 1 patient (3.4%) had a pacemaker
implanted for complete heart block. The indications for
PCI are shown in Table 2. This shows that 39 of the 48
PCIs performed (81.2%) were for patients presenting
urgently with myocardial infarction or unstable Angina.

For the 48 patients that underwent PCI, 22 patients
(45.8%) had one significant stenosis, 6 patients (12.5%)
had two significant stenoses, 14 patients (29.2%) had
three significant stenoses, 5 patients (10.4%) had four sig-
nificant stenoses and 1 patient (2.1%) had five significant
stenoses. Analysis of the completeness of revascularization

Table 1 Distribution of significant coronary stenoses and
percutaneous coronary interventions

Vessel Stenosis SS (%) PTCA BMS DES PCl total
(% of SS)
LMS 9 9 (100) - - 3 3(333)
LAD Proximal 45 41 (91.1) 1 12 7 20 (48.8)
LAD Mid 24 22 (917) 2 2 8 12 (54.5)
LAD Distal 3 2 (66.7) - - - -
Diagonal 8 8 (100) - - 1 1(125)
Cx Proximal 24 20 (833) 1 1 2 4 (20)
Cx Mid 13 9 (69.2) - 6 - 6 (66.7)
Cx Distal 6 3 (50) 1 1 1 3 (100)
OoM1 12 7 (58.7) 1 - - 1(14.3)
OM2 3 2 (66.7) - - - -
Intermediate 4 3(75) - - 1 1(333)
RCA Prox 27 21 (77.8) 3 2 8(38.1)
RCA Mid 14 13 (92.8) 2 5 1 8 (61.5)
RCA Distal 7 5(714) 1 1 1 3 (60)
PDA 4 3 (75) 1 1 - 2 (66.7)
PLB 4 3(75) - - - -
Total 207 171 (82.6) 13 32 27 72 (42.1)

LAD: Left Anterior Descending Coronary Artery. Cx: Circumflex Coronary Artery.
RCA: Right Coronary Artery. OM: Obtuse Marginal Coronary Artery. PDA:
Posterior Descending Coronary Artery. PLB: Posterolateral branch of Right
Coronary Artery. SS: Significant Stenosis. PTCA: Percutaneous Transluminal
Coronary Angioplasty. BMS: Bare Metal Stent. DES: Drug Eluting Stent. PCl:
Percutaneous Coronary Intervention.
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Table 2 Indications for PCl and percentage of patients
that underwent PCI

STEMI NSTEMI/ Chronic stable CCF Preop  Total

UA angina workup
Indication 31 20 20 5 1 77
PCI 25 14 7 2 0 48
%PCl 80.6 70 35 40 0 623

STEMI: ST elevation myocardial Infarction. NSTEMI: Non-ST elevation
myocardial infarction. UA: Unstable Angina. CCF: Congestive Cardiac Failure.

(intervention to all significant stenoses) showed that
complete revascularization was achieved in 100% of
patients with single stenosis, 50% of patients with two
stenoses, 21.4% of patients with three stenoses, 20% of
patients with four stenoses and 0% of patients with five
stenoses (Table 3). Overall 29 of the 48 patients (60.4%)
had complete revascularization.

PCI was performed by PTCA plus stenting in 41 pa-
tients (85.4%) and PTCA alone in 7 patients (14.6%). A
total of 59 stents were used, with 32 (54.2%) being Bare
Metal Stents and 27 (45.8%) being Drug Eluting Stents
(Table 1).

Complications of PCI were bleeding that required
blood transfusion in 1 patient (2.1%), minor femoral hae-
matomas in 2 patients (4.2%), and a major adverse clinical
event (MACE) in 1 patient (2.1%). The patient with MACE
presented in shock from acute coronary syndrome and
preoperative intra-aortic balloon pumping was instituted
for LV assist. At cardiac catheterization a lesion in the
RCA could not be crossed and the artery was unfortu-
nately dissected. The patient was transferred urgently to
a centre in Lagos for CABG which was performed with
a reversed saphenous vein graft to the RCA but the
patient died of progressive right ventricular failure [8].

Discussion

In the early days of PCI there was a mortality rate of 1—-
2.5% and 1.9-5.8% of patients would proceed to emergency
CABG [11-13]. Over the intervening years, as practice has
improved, both the mortality rate and patients proceeding
to emergency CABG is now <0.4% [14]. PCI is therefore
now much safer and the indications for PCI extend to
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both patients with chronic stable angina as well as patients
with myocardial infarction and acute coronary syndrome
[14-16]. The growth in PCI has been in tandem with the
growth in Open Heart Surgery programmes such that the
choice of PCI or CABG can be made for the individual pa-
tient on the basis of presentation and the type of coronary
lesions found. Referrals for elective as well as emergency
CABG have subsequently dropped as PCI programmes
have developed and are showing improving results [17,18].
The Achilles’ heel of PCI in the early days was a high
restenosis rate [19] but careful patient selection and
the development of Drug-Eluting stents has markedly
reduced restenosis rates [20,21]. This has gradually
made PCI the first choice for coronary revasculariza-
tion for suitable coronary lesions [22].

Though the complications of PCI that would require
emergency CABG have been reduced to a minimum in
high volume centers, they do occur and it has been ad-
vised that PCI programmes should run alongside CABG
programmes to prevent undue delay in the event of com-
plications [23,24]. PCI and CABG programmes often co-
exist in the same institution but this is not always the case,
especially in rural areas where resources are more limited.
This has therefore led to the debate as to whether stand-
alone PCI programmes should be encouraged or whether
the envelope is being pushed too far [25]. This debate con-
tinues and various guidelines have been released in different
countries to guide the practice and obtain the best out-
comes for patients. Most of the guidelines recommend that
standalone PCI programmes should be within 5 minutes of
a CABG programme and should be run by a high volume
operator who is experienced in determining whether coron-
ary stenoses are suitable for PCI or should be referred for
CABG [23,25]. The 2005ACC/AHA/SCAI PCI guidelines
recommended that primary PCI for STEMI should be
performed by high volume operators experienced in both
elective PCI and primary PCI for STEMI with ongoing
activity levels of greater than 75 elective PCI a year and
ideally annual PCI for STEMI of at least 11 a year [22].

Where do things stand in a developing country like
Nigeria? The development of Open Heart Surgery and
Cardiac Catheterization has been very slow in light of the

Table 3 Distribution of patients having PCl by the number of significant stenoses

One SS Two SS Three SS Four SS Five SS Total

PCl to One Stenosis 22 3 6 1 - 32
PCl to Two Stenoses - 3 5 1 1 10
PCl to Three Stenoses - - 3 2 - 5

PCl to Four Stenoses - - - 1 - 1

PClI to Five Stenoses - - - - - -
Total PCl performed 22 6 14 5 1 48
% complete revascularization 100 50 214 20 0

PCl: Percutaneous Coronary Intervention. SS: Significant Stenosis.
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peculiar challenges in Nigeria [6-9]. Open Heart Surgery
has developed in fits and starts and there is currently no
programme in Nigeria with regular sustained activity.
Similarly, there has been no Cardiac Catheterization for
several years till the advent of the laboratory at RMH in
Lagos. In light of the absence of Open Heart Surgery sup-
port, should a Cardiac Catheterization facility be devel-
oped without the back-up of the possibility of emergency
CABG? The findings from this study would suggest that
there is certainly a place for stand-alone PCI in Nigeria.
The first author was a high volume operator in practice in
the US with an excess of 500 PCI cases annually including
elective PCI and PCI for STEMIL Of the 77 patients with
significant stenoses, 48 patients (62.3%) were selected as
having lesions suitable for PCIL. Over 80% of the PCI were
performed for urgent cases with Myocardial Infarction
and Unstable Angina. The complication rate was low with
only one patient having MACE and there were no mortal-
ities from PCIL The majority of patients undergoing PCI
(85.4%) received stents of which Drug Eluting Stents was
almost 50%.

Analysis of the results however underlines the urgency
in pushing the concomitant development of Open Heart
Surgery to make the option of CABG available so that
patients with IHD and significant coronary stenoses can
have the best outcomes. The choice of the best option for
the patient can then be made on the basis of complexity of
the lesion as obtains in the Western World. Out of the 77
patients found to have significant stenoses at coronary
angiography, 28 patients (36.4%) had lesions too complex
for PCI and had to be referred abroad for CABG. Al-
though 48 patients underwent PCI, only 29 (60.4%) had
complete revascularization. Of 171 stenoses identified
as being significant, only 72 (42.1%) underwent PCI. All
of the patients with single stenosis underwent PCI but
the revascularization rate reduced as the number of sig-
nificant stenoses increased. It is likely that the revasculari-
zation rate would have been considerably higher if an
Open Heart Surgery Programme was available as those pa-
tients with more complex lesions would have also received
surgical intervention. It has been suggested that PCI is an
effective treatment for patients with multivessel disease
without the need to dilate all diseased vessels with a rea-
sonable expectation of satisfactory long-term clinical im-
provement [19] but this remains to be confirmed on
follow up of this cohort of patients. The recently published
results of the SYNTAX Trial [26] indicate that CABG re-
sults in reduced MACCE for coronary lesions with inter-
mediate and high SYNTAX scores, whereas for lesions
with low SYNTAX scores PCI is a good alternative as
there is no difference in MACCE compared to CABG.

There are currently no other centres in West Africa
offering PCI services. Volumes of PCI reported in this
study were low as this reflects a new, developing service
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in Nigeria. Increased awareness of the existence of this
service is already resulting in more referrals from physi-
cians. In addition, the volumes were low due to careful
case selection in the absence of back-up Open Heart
Surgery services.

Conclusion

A stand-alone PCI programme has been developed in
Lagos, Nigeria. Both elective and urgent PCIs have been
performed with no mortalities and a low complication
rate. Increased volumes will however accrue and complete
revascularization rates would be improved with the estab-
lishment of Open Heart Surgery programmes to provide
CABG as back-up for PCI and alternate therapy for more
complex lesions.

Abbreviations

PCl: Percutaneous coronary intervention; PTCA: Percutaneous transluminal
coronary angioplasty; CABG: Coronary artery bypass grafting; OHS: Open
heart surgery; IHD: Ischaemic heart disease; CAD: Coronary artery disease;
MACE: Major adverse cardiovascular events; LV: Left ventricle; RCA: Right
coronary artery; ACC: American College of Cardiology; AHA: American heart
association; SCAI: Society for cardiovascular angiography and interventions;
STEMI: ST Elevation myocardial infarction; SYNTAX Trial: Synergy between PCl
with Taxus and Cardiac Surgery Trial; MACCE: Major adverse cardiovascular
and cerebral events; LAD: Left anterior descending coronary artery;

Cx: Circumflex coronary artery; RCA: Right coronary artery; OM: Obtuse
marginal coronary artery; PDA: Posterior descending coronary artery;

PLB: Posterolateral branch of right coronary artery; SS: Significant stenosis;
BMS: Bare metal stent; DES: Drug eluting stent; UA: Unstable angina.

Competing interests
The authors declare that they have no competing interests.

Authors' contributions

AJ performed all the Percutaneous Coronary Interventions, reviewed the first
draft, assisted with data extraction and made intellectual contributions. BF
conceived of the study, extracted the patient data, did the data analysis,
wrote the first draft, and reviewed the second draft. IA assisted with the
extraction of patient data, assisted with the data analysis and reviewed the
second draft. YO reviewed the final draft and made intellectual contributions.
All the authors reviewed and approved the final draft for submission.

Acknowledgements

The authors acknowledge the contributions of Mrs Akinrinola and Mr
Balogun who assisted with the cardiac catheterizations during the period of
the study.

Author details

"First Cardiology Consultants, lkoyi, Lagos, Nigeria. “Cardiothoracic Division,
Department of Surgery, Lagos State University College of Medicine, Lagos
State University Teaching Hospital, Ikeja, Lagos, Nigeria. *Reddington
Multispecialty Hospital, Victoria Island, Lagos, Nigeria.

Received: 14 October 2013 Accepted: 13 January 2014
Published: 16 January 2014

References

1. Oyati Al, Danbauchi SS, Alhassan MA, Isa MS: Is the incidence of acute
myocardial infarction in Nigerians increasing? Annals of African Medicine
2005, 4(3):132-135.

2. Akinboboye A, Idris O, Akinboboye O, Akinkugbe O: Trends in coronary
artery disease and associated risk factors in sub-Saharan Africans. J Hum
Hypertens 2003, 17:381-387.

3. Nwaneli CU: Changing trend in Coronary Heart Disease in Nigeria.
Afrimedic Journal 2010, 1(1):1-4.

4. Mensah GA: Ischaemic Heart Disease in Africa. Heart 2008, 94:836-843.



Johnson et al. BVIC Cardiovascular Disorders 2014, 14:8
http://www.biomedcentral.com/1471-2261/14/8

20.

21.

22.

23.

24.

25.

Mocumbi AO, Ferreira MB: Neglected Cardiovascular Diseases in Africa;
challenges and opportunities. / Am Coll Cardiol 2010, 55:680-687.

Eze JC, Ezemba N: Open Heart Surgery in Nigeria; indications and
challenges. Tex Heart Inst J 2007, 34(1):8-10.

Nwiloh J, Ediagbini S, Danbauchi S, Babaniyi |, Arninu M, Adamu Y, Oyati A:
Cardiac Surgical experience in Northern Nigeria. CVJA 2012,
23(8):432-434.

Falase B, Sanusi M, Majekodunmi A, Animasahun B, Ajose |, Idowu A, Oke A:
Open Heart Surgery in Nigeria; a work in progress. J Cardiothorac Surg
2013, 8:6.

Falase B, Sanusi M, Majekodunmi A, Ajose |, Idowu A, Oke D: The cost of
Open Heart Surgery in Nigeria. PAMJ 2013, 14:61.

Weintraub WS, Karlsberg RP, Tcheng JE, Buxton AE, Boris JR, Dove JT, et al:
ACCF/AHA 2011 key data elements and definitions of a base
cardiovascular vocabulary for electronic health records: a report of the
American College of Cardiology Foundation/American Heart Association
Task Force on Clinical Data Standards. Circulation 2011, 124:103-123.
Kent KM, Bentivoglio LG, Block PC, Cowley MJ, Dorros G, Gosselin AJ, et al:
Percutaneous transluminal coronary angioplasty: report form the
Registry of the National Heart, Lung, and Blood Institute. Am J Cardiol
1982, 49:2011-2020.

Detre KM, Holubkov R, Kelsey S, Cowley M, Kent K, Williams D, et al:
Percutaneous transluminal coronary angioplasty in 1985-86 and
1977-81: the National Heart, Lung, and Blood Institute Registry. N £ngl J
Med 1988, 318:265-270.

Williams DO, Holubkov R, Yeh W, Bourassa MG, Al-Bassam M, Block PC, et al:
Percutaneous coronary intervention in the current era compared with
1985-1986: the National Heart, Lung, and Blood Institute Registries.
Circulation 2000, 102:2945-2951.

Roe MT, Messenger JC, Weintraub WS, Cannon CP, Fonarow GC, Dai D:
Treatments, trends, and outcomes of acute Myocardial Infarction and
Percutaneous Coronary Intervention. JACC 2010, 56(4):254-263.

Morrison DA, Berman M, El-Amin O, McLaughlin RT, Bates ER: Emergency
percutaneous coronary intervention (PCl) for the care of patients with
ST-elevation myocardial infarction (STEMI). Minerva Cardioangiol 2007,
55(5):593-623.

Keeley EC, Hillis LD: Primary PCl for Myocardial Infarction with
ST-Segment Elevation. N Engl Med 2007, 356:47-54.

Patil CV, Nikolsky E, Boulos M, Grenadier E, Beyar R: Multivessel coronary
artery disease: current revascularization strategies. Fur Heart J 2001,
22:1183-1197.

Liddicoat JR, De La Torre R, Ho KK, Nathan S, Levitsky S, Krempin J: Initial
impact of Drug-Eluting Stents on Coronary Artery Bypass Surgery.

Ann Thorac Surg 2006, 81:1239-1242.

Dorros G, Lewis RF, Mathiak LM: Percutaneous Transluminal Coronary
Angioplasty in multivessel coronary disease patients: short and
long-term follow-up in single and multiple dilatations. Clin Cardiol 1988,
11:601-612.

Maisel WH, Laskey WK: Drug-Eluting Stents. Circulation 2007,
115:e426-e427.

Stefanini GG, Holmes DR: Drug-Eluting Stents. N Engl J Med 2013,
368:254-265.

Smith SC Jr, Feldman TE, Hirshfeld JW Jr, Jacobs AK, Kern MJ, King SB Ill,

et al. ACC/AHA/SCAI 2005 guideline update for percutaneous coronary
intervention: a report of the American College of Cardiology/American
Heart Association Task Force on Practice Guidelines (ACC/AHA/SCAI Writing
Committee to Update the 2001 Guidelines for Percutaneous Coronary
Intervention). The Society for Cardiovascular angiography and Interventions Web
Site. Available at: http://www.scai.org/pdf/PClguidelinetrackchanges.pdf.
Shahian DM, Meyer GS, Yeh RW, Fifer MA, Torchiana DF: Percutaneous
Coronary Interventions without on-site cardiac surgical backup. N Engl J
Med 2012, 366:1814-1823.

Dehmer GJ, Gantt DS: Coronary Intervention at Hospitals without on-site
Cardiac Surgery: are we pushing the envelope too far? J Am Coll Cardiol
2004, 43(3):343-345.

Dehmer GJ, Blankenship J, Wharton TP, Seth A, Morrison DA, Dimario C,

et al: The current status and future direction of percutaneous coronary
intervention without on-site surgical backup: an expert consensus

Page 5 of 5

document from the Society for Cardiovascular Angiography and
Interventions. Catheter Cardiovasc Interv 2007, 69(4):471-478.

Mohr FW, Morice MC, Kappetein AP, Feldman TE, Stahle E, Colombo A, et al:
Coronary artery bypass surgery versus percutaneous coronary
intervention in patients with three-vessel disease and left main coronary
artery disease: 5 year follow-up of the randomised, clinical SYNTAX trial.
Lancet 2013, 381(9867):629-638.

doi:10.1186/1471-2261-14-8

Cite this article as: Johnson et al.: A Cross-sectional study of stand-alone
Percutaneous Coronary Intervention in a Nigerian Cardiac Catheterization
Laboratory. BMC Cardiovascular Disorders 2014 14:8.

~
Submit your next manuscript to BioMed Central
and take full advantage of:
¢ Convenient online submission
¢ Thorough peer review
* No space constraints or color figure charges
¢ Immediate publication on acceptance
¢ Inclusion in PubMed, CAS, Scopus and Google Scholar
* Research which is freely available for redistribution
Submit your manuscript at ( -
www.biomedcentral.com/submit BiolVied Central
J



http://www.scai.org/pdf/PCIguidelinetrackchanges.pdf

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Results
	Discussion
	Conclusion
	Abbreviations
	Competing interests
	Authors' contributions
	Acknowledgements
	Author details
	References

